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CRITICAL REEVALUATION OF ANTIBIOTIC THERAPY IN SURGERY 


William A. Altemeier, M.D., William R. Culbertson, M.D., Roger Sherman, M.D., William Cole, M.D. 
Wesley Elstun, M.D. 
and 


C. Thomas Fultz, M.D., Cincinnati 





The current necessity of national preparedness for the that the various antibiotic agents now available must not 
care of mass casualties resulting from enemy action and be used haphazardly or carelessly, because their antibac- 
the demands of everyday civilian practice have instigated terial potency may also produce harmful effects in the 
this critical reevaluation of antibiotic therapy in surgery. patient.* A knowledge of the effective use of antibiotic 
The prospect that 100,000 or more civilian and military agents is imperative in order to obtain the best results in 
casualties might suddenly result in the United States the prevention and treatment of infections. Since there is 
from an atomic attack emphasizes the importance of re- no panacea, no single agent, that can be used routinely 
viewing methods of suppressing infections in wounds of or tolerated by every patient, every surgeon must know 
violence and in controlling surgical infections in general.’ how to choose the proper antibiotic agent, how to use it 
In the travels of one of us (W. A. A.) throughout the intelligently, and what its limitations and dangers are. 
United States and the battle areas of Korea during the The scope of antibiotic therapy has become so great that 

% past 15 months, it was noted that many surgeons be- it will be possible to discuss here only those aspects that 
‘i lieved that infections developing in wounds were of no are important to national defense, controversial, or re- 
great importance and that no real problems remained in cently modified. Topical therapy will not be considered. 
ee the prevention or control of infections because of the ; asiniiiiiliet iti 
sae many antibiotic agents available. This is indicative of the phd / 
ea blind reliance of some surgeons on antibiotic therapy and In civilian surgical practice, the prophylactic use of 
SH the false sense of security that has stemmed from it. Anti- systemically administered antibiotic agents is of value in 
biotic therapy may so mask infections that their presence (1) elective surgical procedures performed through or 
actually may be overlooked unless careful searches are in contaminated areas such as the gastrointestinal, respir- 
made.* In one hospital, where infection was considered atory, or genitourinary tracts; (2) contaminated wounds 
to present “no problem,” a careful examination of 31 pa- of violence; (3) patients with indwelling catheters; (4) 
tients with penetrating wounds of the abdomen showed surgery with associated derangements of the urinary tract; 
that all but 2 had serious infections. These and other (5) emergency surgery in the presence of associated and 
considerations have led to this review of existing knowl- unrelated infections such as acute tonsillitis; (6) injuries 
edge and to a reconsideration of the relative position of or operations of the oral or pharyngeal cavities; and (7) 
antibiotic therapy to operative treatment in surgery. preexisting valvular heart disease. Under these circum- 

There is no doubt that antibiotic therapy has had a stances the antibiotic agents should be chosen on the basis 
profound effect on the practice of surgery; however, cu- of the anticipated or known bacterial flora and should be 
mulative clinical experience has proved that antibiotic administered systemically and early. There is rarely any 
therapy should be used primarily in surgical practice as real need for their topical application to contaminated 
a supporting or adjunctive measure to the indicated oper- wounds. The routine use of antibiotic agents after elective, 
ative procedure.* Furthermore, the evidence indicates surgical procedures in clean operative fields is not indi- 








From the Department of Surgery, University of Cincinnati College of Medicine and the Cincinnati General Hospital 
Read before the General Scientific Meetings at the 103rd Annual Meeting of the American Medical Association, San Francisco, June 21, 1954 
1. (a) Emergency Treatment in Major Disasters, Division of Medical Sciences, National Research Council, Washington, D. C., May 15, 1952. (b) Altemeier, 


ai W. A.: Suppression of Infection (Antibiotics, Biologicals) Including Grafts for Burns and Control of Infection on Exposed Surfaces, presented at course on 
ri fi Medical Care of Atomic Casualties, Army Medical Service Graduate School, Walter Reed Army Medical Center, Washington, D. C., Jan. 6-19, 1954. 

2p, 2. (a) Curreri, A. R.; Schmidt, E. R., and Mendenhall, J. T.: Role of Antibiotics in Masking Inflammatory Processes, Arch. Surg. 57: 513 (Oct.) 1948. 
pes i (5) Altemeier, W. A.: The Occurrence of Infection in Korean Battle Casualties During May and June 1953, presented at course on Recent Advances in Medicine 
Fé S094 and Surgery, Army Medical Service Graduate School, Walter Reed Army Medical Center, Washington, D. C., April 19-30, 1954. 

een ’ (a) Altemeier, W. A.: The Present Status of Antibiotic and Chemotherapeutic Agents in Surgery, Pennsylvania M. J. 53: 1257 (Dec.) 1950. 


(6) Altemeier, W. A., and Sherman, R.: The Use of Antibiotics and Antisera in the Treatment of Acute Injuries, J. Kentucky M. A. 42: 428 (June) 1954 
4 Pulaski, E. J.: Surgical Infections: Prophylaxis—Treatment—Antibiotic Therapy, Publication no. 170, American Lecture Series, Monograph in Banner- 
Stone division of American Lectures in Surgery, Springfield, Ill., Charles C Thomas, Publisher, 1954. 
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cated except possibly after operations on the central 
nervous system and thorax.® For preoperative prepara- 
tion of the intestine, succinylsulfathiazole (Sulfasuxi- 
dine), streptomycin, and neomycin given orally have 
proved to be the most satisfactory.® 

A spot check of the patients on some of the surgical 
services of the University of Cincinnati on June 14, 1954, 
revealed that, of 284 patients, 153, or about 54%, were 
receiving antibiotic therapy in some form. In 113 patients 
(40% ), the therapy was given prophylactically, and in 
40 (14% ), it was administered therapeutically for estab- 
lished infections. There were 76 patients (27% ) receiv- 
ing one agent, 68 (24% ) receiving two agents, 8 (3% ) 
receiving three agents, and 1 (0.4% ) patient receiving 
four agents. The use of antibacterial agents for the pre- 
vention or suppression of infection developing in con- 
taminated wounds is worthy of special consideration. 
Their chief value lies in the attenuation, limitation, or 
control of infection by residual bacteria in wounds after 
débridement or the localization of infection developing 
within wounds of patients for whom surgical treatment 
is necessarily delayed or impossible. In both civilian and 
military practice these agents have unquestionably pro- 
duced significant results in the control of wound in- 
fections and the reduction of mortality; for example, 
in the Korean conflict, the mortality of all casualties 
who survived their original wounds until they arrived 
at a mobile army surgical hospital reached the remark- 
ably low figure of about 2.5%.’ However, infections 
complicating wounds of violence still remain an im- 
portant problem, antibiotic therapy notwithstanding. 
Although little evidence of infection was noted in patients 
at the mobile Army surgical hospitals, considerable evi- 
dence of infection was found at the evacuation hospitals 
and the Tokyo hospital level, particularly in patients with 
compound fractures of the leg or with penetrating wounds 
of the abdomen. Although antibiotic therapy did not 
prevent infection, it masked or attenuated it in many 
instances. 

A study of current practices that are limiting the 
wounded patient’s response to antibacterial therapy has 
been made.*” The main reliance on antibiotic prophylaxis 
in patients with accidental or contaminated wounds of 
violence has generally been shifted toward procaine peni- 
cillin G in doses of 300,000 to 600,000 units with or 
without 0.5 gm. of streptomycin given intramuscularly. 
Studies in the battle zone of Korea in May and June, 
1953, revealed that this type of therapy was often inade- 
quate, and, in the presence of shock, the absorption of 
intramuscularly or orally administered antibiotics was 
retarded and inadequate, and the blood and tissue levels 
with the procaine salt of penicillin were insufficient.*” The 
studies of Lindberg * on tissue from patients wounded in 
Korea showed an average concentration of 0.23 unit of 





5. Altemeier, W. A., and Culbertson, W. R.: Editorial on antibiotic 
prophylaxis, A. M. A. Archives of Surgery, to be published. 

6. Poth, E. J.; Fromm, S. M.; Martin, R. G., and Hsiang, C. M.: 
Neomycin: An Adjunct in Abdominal Surgery, South. M. J. 44: 226 
(March) 1951. 

7. Artz, C., and Howard, J.: Personal communication to the authors. 

8. Lindberg, R.: Personal communication to the authors. 

9. Altemeier, W. A.: The Treatment of Penetrating Wounds of the 
Abdomen in Civilian Practice, S. Clin. North America 26: 1152 (Oct.) 
1946. 
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penicillin per gram of tissue, and, in some cases, no trace 
of penicillin was detected. It is recommended, therefore. 
that sodium penicillin G or potassium (aqueous) peri. 
cillin G be given intravenously as soon as possible ang 
prior to operation in doses of 500,000 to 1 million units 
to all wounded patients who are in shock or likely to go 
into shock. This recommendation was made to the armed 
forces in Korea and was promptly put into effect. The jn- 
tramuscular administration of penicillin every 12 to 24 
hours for five to seven days is recommended for patients 
not in shock. Procaine penicillin G, 300,000 units, forti- 
fied with 100,000 units of crystalline penicillin G, js 
probably the best antibiotic agent for this purpose. At 
the end of five days, antibiotic therapy should be dis. 
continued if there is no obvious infection, continued until 
infection has been controlled, or modified as indicated, 
Treatment of some patients may be changed to broader 
spectrum antibiotics given orally. Antibiotic treatment 
has helped to reduce the mortality from penetrating 
wounds of the abdomen from 60 to 11% during the past 
12 years.* The intravenous administration of 500 mg. 
of oxytetracycline (Terramycin), tetracycline, chloram- 
phenicol (Chloromycetin) or chlortetracycline (Aureo- 
mycin) postoperatively every 12 hours in addition to that 
of aqueous penicillin G is suggested as the best method 
of antibacterial therapy. 

The conditions attending an atomic attack would al- 
most certainly result in an unavoidable time lag of 24 to 
72 hours or more between injury and surgical treatment. 
Such treatment would be in sharp contrast to the excel- 
lent care provided in the forward areas in the Korean 
conflict or in civilian practice and would probably result 
in a very high incidence of infection, possibly approach- 
ing the level of 75% or even 100%. Under such dis- 
astrous conditions, the prophylactic administration of 
antibacterial therapy would be influenced necessarily by 
the supplies or personnel available. The oral route of 
administration of the broad spectrum antibiotics or eryth- 
romycin when possible, standardized schedules with long 
intervals between doses, and prepackaging of penicillin 
in disposable syringes would minimize professional per- 
sonnel and equipment required. With a limited supply, 
antibiotics should be distributed selectively and with 
judgment.' 

The suggested initial treatment would consist of four 
prophylactics. 1. Doses of 500 to 750 mg. of tetracycline, 
chloramphenicol, oxytetracycline, or chlortetracycline 
should be administered orally every eight hours to pa- 
tients who are moderately injured and able to take medi- 
cation by mouth. If the supply is sufficient, persons with 
relatively minor wounds should also receive this therapy. 
2. Crystalline penicillin G, in doses of 100,000 to | mil- 
lion units, depending on supply, should be given intra- 
venously to all severely but not obviously fatally wounded 
patients along with intravenously administered solutions 
for the treatment of shock. The dose may be repeated 
every 8 to 12 hours, depending on the supply. Strepto- 
mycin in 0.5 gm. doses should be given intravenously 
concurrently with penicillin. 3. Aqueous crystalline pen! 
cillin G, 500,000 units administered intramuscular 
every 12 hours, or procaine penicillin G in doses 0! 
300,000 units fortified with crystalline penicillin ©, 
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100.000 units intramuscularly every 24 hours, would be 
the first choice in antibiotic therapy for the patient with 
moderate injuries and no shock. The second choice 
should be tetracycline, chloramphenicol, oxytetracycline, 
chlortetracycline, or erythromycin, administered orally 
every eight hours. 4. Aqueous penicillin G in doses of 
500.000 units administered intramuscularly with or with- 
out streptomycin, tetracycline, chlortetracycline, chlor- 
amphenicol or oxytetracycline in slow, intravenous doses 
of 500 mg. every 12 hours is recommended for patients 
with wounds showing extensive tissue necrosis and infec- 
tions, such as severe lacerations, crushing injuries of 
muscle, compound fractures, and major arterial lacera- 
tions. 
THERAPEUTICS 

Clinical practice has shown that antibiotic therapy is 
most likely to control the invasiveness of an established 
infection and to produce spontaneous resolution of the 
lesion when treatment is started while the infection is in 
the diffuse or cellulitis stage. This is due to two factors: 
an intact capillary circulation that delivers adequate lev- 
els of the antibacterial agents throughout the zone of in- 
fection and greater susceptibility of the bacteria during 
this period when they are rapidly proliferating. When a 
late diagnosis is made, the infection has become more 
established, and local necrosis, abscess formation, or sys- 
temic invasion has often occurred. Even under these con- 
ditions, experience has shown that, in the majority of 
instances, antibiotic therapy will overcome the invasive 
qualities of the infection and permit safer operative treat- 
ment of the area of local infection. 

A correct clinical diagnosis with evaluation of the pa- 
tient’s condition is obviously important in any form of 
treatment, and it is particularly important in the antibiotic 
treatment of serious surgical infections. There is no sub- 
stitute for careful and repeated clinical examinations of 
the patient. Failure to recognize the existence of spread 
of infection and to use surgical treatment, if necessary, 
usually results in incomplete chemotherapeutic response, 
prolonged morbidity, or death. To help establish the clin- 
ical diagnosis and the nature of the infecting agents, im- 
mediate examination by smear and culture of exudate 
obtained from the site of infection by incision, drainage, 
or aspiration is recommended. There appears to be a 
growing tendency to rely too completely on the laboratory 
results of bacteriological studies of areas of infection. 
Such results are valid and of great usefulness only when 
they truly represent the causative agents. In many in- 
stances, however, the primary causative agent will be 
overlooked or missed and only secondary invaders will be 
cultured from the lesion. This trend is of great practical 
importance, and it again emphasizes the necessity of 
sound clinical diagnosis aided by laboratory procedures. 
It also reemphasizes the necessity of reevaluating the pa- 
tient’s disease and his treatment every 72 hours if a satis- 
factory antibiotic response has not been obtained. 


Results from the study of the gram-stained smear of 
the exudate will permit the selection of one or more prob- 
ably effective antibacterial agents for immediate use. If 
no exudate can be obtained, the selection must be made 
on the basis of a presumptive diagnosis until the nature 
of the causative organism is determined. In vitro sensi- 
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tivity studies have been valuable to us in the selection of 
antibiotic agents, and we wish to emphasize the impor- 
tance of doing these tests as soon as possible. We con- 
tinue to find a close relationship between the results of in 
vitro sensitivity tests and the clinical response ultimately 
obtained, and, whenever a discrepancy appears between 
the in vitro tests and the clinical results, we strongly sus- 
pect that we have not isolated and tested the true patho 
gen for that case or have failed to recognize the presence 
of a hidden abscess. Table 1 shows the results of our 
cumulative investigations on the in vitro sensitivity of 
representative types of bacteria. It is interesting that sus- 
ceptible strains of virulent hemolytic micrococci (staph- 
ylococci) have remained between 51 and 57% during 
the past three years after a progressive fall from 96% in 
1942 to 1943. The blind selection of any agent carries 
with it varying odds of effectiveness. These susceptibility 
percentages indicate the relative effectiveness of the vari- 
ous broad spectrum agents and emphasize the impor- 
tance of doing sensitivity studies in all severe, chronic, 
or protracted infections. 


TABLE 1.—Susceptibility Within Bacterial Species 


No. of Strains 8 ptibility 
(hi oxy 
Peni- tetra hi tt i 
Organism cillin eycline amphenicol  eyeline 
Hemolytic Micrococcus 768 57 752/67 776, 74 729/72 
aureus 
Nonhemolytie Micrococcus 415/57 405 418 89 433 69 
aureus 
Hemolytic Streptococcus 197 86 19° (98 17 174 @ 
Nonhemolytie Streptococcus 141 63 132/74 M19 10% 83 
Streptococcus viridans 50 80 50/52 S100 ‘ 
Escherichia coli 4750 575/20 fa OF 535/92 
Proteus group 506 /0 488/17 501 79 431/27 
Aerobacter aerogenes 170/0 193/72 173 91 153 86 
Aerobacter fecalis 21/0 19/68 10 95 14,79 


Erythromycin '’ has been a welcome addition to anti- 
bacterial treatment. It has definitely filled a need occa- 
sioned by the increased resistance of gram-positive cocci 
to penicillin and the greater number of patients sensitized 
to penicillin. However, there are signs that gram-positive 
cocci will acquire appreciable resistance to it within § to 
10 years, since susceptibility of hemolytic Micrococcus 
aureus originally was found in 93% of cases and now in 
only 80%. Tetracycline is also a valuable addition to the 
antibacterial armamentarium. Its broad spectrum anti- 
bacterial action is similar to that of chlortetracycline and 
oxytetracycline, but it is tolerated much better than either 
of these two.'! Gastrointestinal irritation is relatively 
rare, but glossitis, stomatitis, and dermatitis have been 
noted to date. Other advantages are its high blood levels 
and easy diffusion. 

Our studies concerning the susceptibility of strains of 
Pseudomonas aeruginosa have indicated that polymyxin 
B is far superior to any other antibiotic agent (table 2). 
During the past two and a half years, 250 strains of Ps. 
aeruginosa have been tested by the serial tube dilution 
method for susceptibility to various concentrations of 





10. Pulaski, E. J., and Wesolowski, S. A.: The Use of Erythromycin 
in Certain Surgical Infections, Surg., Gynec. & Obst. 98:55 (Jan.) 1954 

11. Maynard, A. L.; Andriola, J. C., and Prigot, A.: Tetracycline 
Hydrochloride Studies on Absorption, Diffusion, Excretion in Clinical 
Trial, Antibiotics Manual, New York, Medical Encyclopedia Inc., 1953, 
p. 102. 
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polymyxin B. These tests indicate that all of the strains 
have been inhibited by 6.5 mcg. of polymyxin per cubic 
centimeter, and no resistant strains have been found. 
Those submitted to the laboratory as resistant strains 
were found to contain contaminants. For the treatment of 
serious infections from Pseudomonas, polymyxin B has 
become the agent of choice. We have used a dosage of 
2.5 mg. per kilogram or 1.1 mg. per pound of body 
weight per day and have given it intramuscularly in three 
equal doses every eight hours for five to seven days. The 
total daily dose should not exceed 200 mg. under any 
condition. The painful injection has been minimized by 
the use of 1% procaine penicillin G as a diluent. This 
drug should be used only in hospitals with facilities and 
personnel for close supervision to detect evidence of 
toxic renal or neurological effects. It has been helpful to 
repeat the isolation and the sensitivity tests of infecting 
bacteria at weekly intervals in prolonged infections to 
detect the possible development of bacterial resistance to 
the antibiotic agents or the development of secondary or 
different infections. In ourexperience, acquired resistance 
to chloramphenicol during treatment developed in 6.6% 
of bacterial strains originally susceptible to that agent, to 


TaBLeE 2.—Susceptibility of 250 Strains of Pseudontonas 
Aeruginosa to Various Concentrations of Polymyxin 


Concentration of 
Polymyxin, Susceptibility, 
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chlortetracycline in 9.8% of the strains, to oxytetra- 
cycline in 10.1% of the strains, to penicillin in 14.6% 
of the strains, and to streptomycin in 32.3% of the 
strains. We do not have sufficient data to report on this 
tendency with erythromycin, carbomycin (Magnamycin), 
or tetracycline. 

The timing of surgical intervention with antibiotic ther- 
apy is of considerable importance. Care should be taken 
to perform indicated surgical procedures in the presence 
of infections after the start of antibiotic treatment and 
before the development of bacterial resistance. Operative 
procedures should not be delayed unless the patient’s 
condition is too poor to withstand anesthesia and sur- 
gery. In serious infections, such as septic peritonitis sec- 
ondary to perforated appendicitis or peptic ulcer, best 
results have been obtained by the parenteral administra- 
tion of antibiotics preoperatively and as soon as possible 
after the patient has been seen. This rapidly produces a 
bacterial inhibiting concentration of the agent at the site 
of the infection, retards the progress of the infection, and 
makes unnecessary any consideration of the local appli- 
cation of antibiotics within the peritoneal cavity. Sup- 





12. Welch, H.; Lewis, C. N., and Kerlan, I.: Blood Dyscrasias: A 
Nationwide Survey, Antibiotics & Chemother. 4: 607 (June) 1954. 

13. Sharp, E. A.: Personal communication to the authors. 

14. Wakefield, R. D., and Sommers, S. C.: Fatal Membranous Staphylo- 
coccal Enteritis in Surgical Patients, Ann. Surg. 138: 249 (Aug.) 1953. 
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portive treatment is necessary in patients with surgica| 
infections. Obvious local and general physiological de- 
rangements are frequently overlooked or disregarded in 
present-day antibiotic treatment of established infections. 
These alterations will not be discussed here, but, if the, 
are not corrected, the full therapeutic effect of the anti- 
bacterial agent will not be obtained. 


UNTOWARD REACTIONS 


Untoward reactions caused by the administration of 
antibiotic agents have been shown to be of three general 
types: (1) toxic reactions related to the amount of the 
drug given, (2) sensitivity reactions due to idiosyncras) 
or sensitization of the patient, or (3) secondary inflam- 
mations or ulcerations caused by superimposed infec- 
tions. Although the toxicity of the various antibiotic 
agents differs considerably, each of the drugs has been 
shown to be capable of producing one or more types of 
reaction. Those produced by overdosage can be readily 
prevented or controlled. Those secondary to sensitization 
of the host are becoming more and more important, par- 
ticularly in the case of penicillin. Many patients, sen- 
sitized during misuse of pencillin, are deprived of its bene- 
fits thereafter. Idiosyncrasy to chloramphenicol with de- 
pression of the bone marrow and leukopenia or aplastic 
anemia received considerable publicity during 1951 and 
1952.'* Many of these cases were caused by agents other 
than chloramphenicol, while others undoubtedly were the 
result of the promiscuous or prolonged use of this agent 
with excessively large doses. During the past four years 
about 75 proved cases of blood dyscrasia resulting from 
chloramphenicol have been accumulated from the liter- 
ature.'* In this same period, it has been unhesitatingly 
used on the surgical services of the University of Cincin- 
nati in patients with surgical infections shown to be 
caused by bacteria susceptible to chloramphenicol by 
sensitivity tests. In no instance has a blood dyscrasia de- 
veloped, and in only one case did the white blood cell 
count temporarily fall below 4,000 per cubic millimeter. 

It is our opinion that the dangers of administering this 
agent when needed for the treatment of susceptible in- 
fections has been greatly exaggerated. On the other hand, 
the wisdom of repeated and regular blood cell counts dur- 
ing chloramphenicol therapy is well established. Sec- 
ondary or superimposed infections caused by the sup- 
pression of susceptible microbial agents and overgrowth 
of those resistant to the antibiotic administered have be- 
come of considerable importance recently.'* The most 
severe form has been the pseudomembranous entero- 
colitis that developed in the great majority of cases after 
the use of chlortetracycline or oxytetracycline, although 
it has been noted after the use of other forms of anti- 
bacterial therapy, and, in fact, in the absence of such 
treatment. Fortunately, these severe and potentially fatal 
infections can be treated successfully by erythromycin or 
chloramphenicol. 


SYNERGISM AND ANTAGONISM 
With the availability of an increasing number of anti- 
biotic agents has come a tendency of clinicians to ad- 
minister two or more agents simultaneously for broader 
antibacterial effect. Synergism, or marked increase in 
antibacterial power, may attend the simultaneous use o! 
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two agents such as penicillin and bacitracin or penicillin 
and streptomycin. On the other hand, investigators have 
demonstrated under very limited conditions in vitro and 
in animal experiments an antagonism between agents such 
as penicillin and the broad spectrum agents oxytetra- 
cycline, chlortetracycline, tetracycline, or chloramphen- 
icol. These experiments have been corroborated in our 
laboratory; however, we have not seen any evidence of 
antibiotic antagonism occurring in patients treated with 
enicillin and one of the broad spectrum agents for an 
established infection. Moreover, we have been unable to 
find any definite evidence of it in the literature. 


TUBERCULOUS INFECTIONS 
Accumulated experience at this time indicates that 
antibiotic treatment is of considerable value in the man- 
agement of patients with surgical infections of a tubercu- 
lous nature, particularly peritonitis, osteomyelitis, or ade- 
nitis. Data have been collected by Stevenson *° and others 
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to indicate that the emergence of resistant strains of the 
tubercle bacillus occurs during treatment with strepto- 
mycin, p-aminosalicylic acid, or isoniazid. When strepto- 
mycin is used alone, resistant strains may occur in as 
many as 35% of the patients within 42 days, 50% in 60 
days, and 75% in 120 days; with isoniazid, resistance 
may develop in as many as 11% of the patients in 30 
days, 52% in 50 days, and 71% in 90 days. Since com- 
binations of p-aminosalicylic acid and isoniazid with 
streptomycin significantly delay the development of re- 
sistant strains and increase the bacteriocidal effect of 
streptomycin, it is recommended that no single antibiotic 
be given for the treatment of tuberculosis. Instead, strep- 
tomycin in doses of 1 gm. two or three times weekly, 
isoniazid in doses of 4 mg. per kilogram of body weight 
per day, and p-aminosalicylic acid in doses of 12 to 15 
gm. daily should be given concurrently and continuously. 


15. Stevenson, F. H.: Chemotherapy of Orthopaedic Tuberculosis, J. 
Bone & Joint Surg. 36B:5 (Feb.) 1954. 





CHLORPROMAZINE (THORAZINE) IN THE TREATMENT OF 
INTRACTABLE HICCUPS 


Charles E. Friedgood, M.D. 


Charles B. Ripstein, M.D., Brooklyn, N. Y. 


Hiccups may be a minor symptom of transient dura- 
tion Or may progress to exhaust the patient’s strength 
and produce marked depression or even death. Many 
widely divergent causes for hiccups are known, such as 
diaphragmatic irritation in pleurisy, subphrenic abscess, 
or retention of toxic products in uremia. When there is 
no specific cause, the methods of therapy available are 
of uncertain value in refractory cases. In the past year, 
50 patients with intractable hiccups have been treated 
with chlorpromazine (Thorazine). This agent is a chlo- 
rinated phenothiazine and has the following formula: 
10-(y-dimethylaminopropyl)-2-chlorophenothiazine hy- 
drochloridé. The group included 46 men and 4 women 
from 26 to 80 years of age. Symptoms had persisted from 
days to weeks and had not responded to heavy sedation, 
carbon dioxide inhalations, or any other therapy includ- 
ing phrenic nerve crush in five cases (table 1). 

A dose of 50 mg. was given intravenously. This was 
sufficient to stop the hiccups in most cases; however, 
when necessary a second dose was repeated within two 
to four hours. In several of the older and debilitated 
patients, 25 mg. intravenously was given as an initial 
dose, and the other 25 mg. was given intramuscularly. 
No other medication was used. The results of this treat- 
ment are summarized in table 2. Of the 50 patients treated 
with chlorpromazine, 41 were relieved almost immedi- 
ately without recurrence of symptoms. Five patients had 
recurrence of hiccuping after having had relief for at 
least six hours. In these five patients, further therapy with 
chlorpromazine reduced the intensity and frequency of 
the hiccups but did not effect a cure. There were four 
patients who showed no response to the medicament. The 
untoward effects due to chlorpromazine were a depres- 
sive and sedative reaction and a dermatitis in one case. 





We first noted that the older and weaker patients had a 
more profound reaction to the drug, and, therefore, the 
dose was decreased. Transient faintness, palpitation, and 
tachycardia were observed in several patients. Prompt 
recovery was spontaneous, and all symptoms disappeared 
within a few hours with no subsequent ill-effects. Careful 
clinical and laboratory studies have shown no indication 
of untoward reaction. 


REPORT OF CASES 


Case 1.—A 57-year-old man had an abdominoperineal re- 
section for a carcinoma of the rectum. There was no evidence 
of metastasis, and the operation was uncomplicated. The im- 
mediate postoperative course was uneventful until the third 
day when the patient began to hiccup. After several days of 
treatment with heavy sedation and carbon dioxide inhalations, 
the hiccuping remained persistent and continued for nine days, 
completely exhausting the patient, who was unable to eat and 
had to be given fluid therapy intravenously. At this time 50 
mg. of chlorpromazine was administered intravenously, and 
the hiccups stopped within three minutes and did not recur. 

CasE 2.—A 70-year-old man began to hiccup after a supra- 
pubic, one stage prostatectomy for benign prostatic hypertrophy. 
The bed of the prostate was packed during the procedure, and 
the packing was removed 48 hours postoperatively. The patient 
was not uremic and had a good urine output. His condition 
became progressively worse as the hiccuping persisted for two 
weeks in spite of intensive therapy including intravenous barbi- 
turates. By the 14th postoperative day the patient was so weak 
and debilitated that it was difficult for him to sit up. He was 
then given 25 mg. of chlorpromazine intravenously and 25 mg. 
intramuscularly, and within a few minutes the hiccups ceased and 
he went to sleep. On awakening, he could eat and hiccups did 
not recur. The rest of his postoperative course was uneventful. 





From the Department of Surgery, Maimonides Hospital, Brooklyn, 
N. Y., and the College of Medicine, State University of New York, New 
York. 

This study was supported by a grant from Smith, Kline & French Labo- 
ratories, Philadelphia. 
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Case 3.—This 43-year-old man was brought to the hospital 
with a diagnosis of acute posterior wall myocardial infarct of 
12 hours’ duration. This was confirmed by electrocardiogram 
changes. Shortly after admission he began to hiccup, and this 
symptom could not be controlled by any medication. The con- 
tinued hiccuping was irritating the patient and hindered the 


TABLE 1.—Patients with Hiccups Treated with Chlorpromazine 


No. of 
Cases 
Surgery in Patients with Hiccups 
Chest 
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SS ns ics anarnporn vans ed euenear eee tbuees 3 


effectiveness of the therapy for the cardiac disease. On the fourth 
day 50 mg. of chlorpromazine was administered intravenously, 
and the patient stopped hiccuping immediately and went to sleep. 
On awakening the patient remained free of hiccups for the re- 
mainder of hospitalization. Although hiccups have been re- 
ported to be a bad prognostic sign in acute myocardial infarc- 
tion, this patient and the other 10 in this series all survived. 

Case 4.—For nine months a 36-year-old man had had daily, 
intermittent attacks of hiccuping. He had been given every 
known therapy including psychiatric treatment and finally 
phrenic nerve crush, all to no avail. He was brought to the 
hospital at this time in an exhausted state after five days of 


TABLE 2.—Results of Treatment of Hiccups with Chlorpromazine 





Permanent Temporary 
Relief Relief No Effect 
No.of -——~ = ey 
TypeofCase Patients No. % No. % No. % 
re 27 22 81 2 x 3 11 
eee 23 19 &3 3 13 1 4 
BOCRe cccccnce 50 41 82 5 10 4 8 


continued hiccups and was given 50 mg. of chlorpromazine 
intravenously. The hiccups stopped immediately, and the patient 
went to sleep. The next day the patient was given chlorproma- 
zine tablets, 25 mg. three times a day, and since then has not 
had one episode of hiccups for two months. The medication had 
to be discontinued at this time because of a skin rash that dis- 
appeared on cessation of therapy. 


COMMENT 


Chlorpromazine was originally developed by Rhéne- 
Poulenc in France, where it was designated as R. P. 
4560.' It is now available in this country under the trade 
name Thorazine. This new therapeutic agent has many 
profound pharmacological activities. Experimental work 
in man has shown chlorpromazine to have antiemetic 
properties,’ to possess the ability to relieve acute tension 
and agitation in neuropsychiatric disorders,* to lower 
body temperature,‘ and to potentiate the effect of anes- 
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thetics and sedatives.* Our observations with chlorproma- 
zine have corroborated these findings. It must be empha- 
sized that there is a wide variaticn in individual tolerance. 
Because of the unpredictability of the effect of the medi- 
cation, any patient receiving the medicament parenterally 
should be in bed and closely observed for several hours 
after injection. We used the intravenous route of adminis- 
tration of chlorpromazine in this study because we were 
anxious to obtain immediate results. In other patients with 
a milder type of hiccups we have had good results with 
oral administration of chlorpromazine. It may take 24 
hours before chlorpromazine is effective against hiccups 
when given in tablet form, but this oral route is less likely 
to be attended by the difficulty inherent in the intravenous 
administration of any medicament. The fact that chlor- 
promazine can stop intractable hiccups is important: 
however, if the cause of the hiccups remains untreated 
the hiccuping may return. Four patients in this group 
showed no response to this medicament because the 
causal factors were not treated, such as a subphrenic ab- 
scess or failure of a colostomy stoma to open. 


SUMMARY 


Fifty patients with intractable hiccups were treated 
with intravenous injections of chlorpromazine, and in only 
four did the hiccups fail to stop. We have found chlor- 
promazine to be a safe and useful medicament and recom- 
mend it as a therapeutic agent for this condition. 


4802 10th Ave. (19) (Dr. Ripstein). 
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Destruction of Tumor Cells by Virus.—In the course of work 
on the effects of infection with several viruses upon different 
kinds of tissue cells from several animal species in vitro, it was 
found unexpectedly that Rift Valley fever virus has a marked 
destructive action upon rat sarcoma cells grown in tissue culture. 
A number of papers have appeared on the effects of infection 
with viruses upon various tumors in several animal species. A 
destructive effect of the viruses of eastern equine encephalo- 
myelitis and poliomyelitis on the tumor cells grown in tissue 
culture has been demonstrated by Bang and Gey and by Scherer, 
Syverton and Gey respectively; but no report of an effect of 
infection with Rift Valley fever virus upon tumor cells either in 
vivo or in vitro has come to attention. . . . Rhodamine B rat 
sarcoma and fructose mouse sarcoma were used for tissue cul- 
ture experiments. The virus of Rift Valley fever was 
obtained through the courtesy of Prof. T. Nagano, of the Institute 
for Infectious Diseases, Tokyo. The pantropic strain of the virus 
was originally isolated in East Africa by Daubney. . . . The 
finding that Rift Valley fever virus multiplied readily in tumor 
cell cultures with destruction of tumor cells led to a preliminary 
study demonstrating a marked oncolytic action of the neuro- 
tropic strain of the virus, which is nonlethal for mice when in- 
oculated either subcutaneously or intraperitoneally, on the 
Ehrlich ascites tumor. When the mixture of a dilution of the 
virus and the undiluted ascitic fluid, previously incubated at 
37 C for 1 hr., was injected subcutaneously into mice, the 
growth of subcutaneous tumor was completely inhibited, even 
when the higher dilutions of the virus were used.—N. Takemori 
and others, Destruction of Tumor Cells by Rift Valley Fever 
Virus, Nature, Oct. 9, 1954. . 
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STUDIES 


ON METACORTANDRALONE AND METACORTANDRACIN 


IN RHEUMATOID ARTHRITIS 


ANTIRHEUMATIC POTENCY, 


METABOLIC 


EFFECTS, 


AND HORMONAL PROPERTIES 


Joseph J. Bunim, M.D., Maurice M. Pechet, M.D. 


and 


Alfred J. Bollet, M.D., Bethesda, Md. 


Metacortandralone and metacortandracin, two new 
synthetic steroids, were subjected to clinical trial by the 
National Institute of Arthritis and Metabolic Diseases. 
The biological experiments in animals conducted by the 
investigators who prepared these steroids indicated that 
the compounds possess three to four times the activity of 
cortisone or hydrocortisone. The chemical, toxicologic, 
and biological studies performed prior to our studies in 
man will be reported by them elsewhere. The antirheu- 
matic, anti-inflammatory, metabolic, and endocrinologic 
effects of metacortandralone were studied in seven pa- 
tients with rheumatoid arthritis. The patients were se- 
lected by the following criteria: (1) arthritis of more than 
two years’ duration, (2) unequivocal activity of the dis- 
ease process, (3) joint changes that were partially or com- 
pletely reversible, and (4) therapy previously adminis- 
tered that was of conventional type and produced un- 
satisfactory results. 


COMPOSITION OF SERIES 

Three patients had taken adequate doses of salicylates 
but had not received steroid therapy before admission to 
the clinical center of the National Institutes of Health. 
The other four patients had received, besides aspirin, cor- 
tisone, hydrocortisone, corticotropin, gold compounds, 
phenylbutazone, or oxytetracycline (Terramycin) (table 
|). In each case, the results were unsatisfactory and for 
this reason the patient was referred to the clinical center 
for further study. In three of these four patients, larger 
doses of cortisone were tried in an attempt to achieve 
better control of the arthritis, but objectionable side- 
eflects resulted and the dose was therefore reduced. The 
duration of arthritis ranged from 2.5 to 25 years, the 
stage ' from | to 4, and the functional classification ' from 
class | to 4, 

STEROID THERAPY 


Method of Administration.—All seven patients were 
unaware of the time when the new steroid was first ad- 
ministered to them. The four patients who had been re- 
ceiving cortisone did not know when it was abruptly dis- 
continued and replaced by metacortandralone. This 
“blindfold” introduction of metacortandralone was ac- 
complished by using a placebo whose appearance was 
identical with the new steroid. The new steroid was given 
orally every eight hours, three times daily. One patient 
(case 2) was given two courses of metacortandralone. 


The first consisted of 30 mg. daily for 12 days and the 
second, of 50 mg. daily for 24 days. Twelve days without 
medicition intervened between the two courses (fig. 1). 
Durin» the time that metacortandralone was adminis- 
tere’. no salicylates or other antirheumatic agents were 
giver 


t was not necessary to supplement potassium salts. 


Dosage.—The initial, suppressive doses were varied 
from one patient to another, according to the severity of 
the arthritis. One patient was initially given 60 mg. daily 
(case 6); another, 50 mg. (case 7); two, 40 mg. (cases 
3 and 4); and three, 30 mg. (cases 1, 2, and 5). We had 
no knowledge in advance as to the minimal effective sup- 
pressive dose. The dose range from 30 to 60 mg. daily was 
explored. Since all patients responded to about the same 
degree in relation to the amount of reversible pathological 
change present, it may be that smaller initial doses would 
have sufficed. As mentioned, the daily dose was generally 
divided in three parts and given at intervals of eight 
hours. There was no perceptible evidence that these in- 
tervals were too long. The suppressive dose was usually 
maintained for no longer than 14 days, except when there 
were special reasons of research. The suppressive dose 
was then decreased in decrements of 5 or 10 mg. every 
four or five days until signs or symptoms of recurrence 
appeared. The patients were not aware that the dose was 
being lowered, since a placebo capsule was substituted 
for each metacortandralone capsule eliminated. The 
maintenance dose was established at the lowest level nec- 
essary to give the patient maximal comfort and maximal 
diminution or disappearance of objective signs. The main- 
tenance dose ranged from 5 to 25 mg. daily. For example, 
when taking a daily dose of 5 mg. of metacortandralone 
the patient in case 5 presented no objective signs of ar- 
thritis and was completely free of symptoms. When the 
steroid was discontinued, the arthritis flared mildly after 
48 hours and persisted for weeks. 

Duration of Therapy.—As of Nov. 1, 1954, metacor- 
tandralone had been administered for varying periods of 
time, as follows: case 1, 12 days; case 2, 36 days; case 3, 
38 days; case 4, 62 days; case 5, 43 days; case 6, 56 days; 
and case 7, 77 days. 

Clinical Response.—Although no patient was aware 
of change in medicaments, every one noted symptomatic 
improvement on the same day the active agent was sub- 
stituted for the placebo. All reported some easing of joint 
pain, diminution in stiffness, and a distinct feeling of well- 
being that occurred four to six hours after the first dose 
of 10 mg. was taken. After 24 hours the change was quite 
marked in several patients, who greeted the second day 
with unaccustomed cheerfulness and enthusiasm. The 
familiar morning stiffness was gone, joint pain was fur- 





Diseases and 
Department 


From the National Institute of Arthritis and Metabolic 
National Heart Institute, National Institutes of Health, U.S 
of Health, Education, and Welfare. 

Metacortandralone and metacortandracin used in this study were pre 
pared as part of a broad program in synthetic steroids by the research staff 
of Schering Corporation, Bloomfield, N. J. The Schering brand names of 
these steroids are Metacortalone and Metacortin, respectively 

1. Steinbrocker, O.; Traeger, C. H., and Batterman, R. C.: Therapeutic 
Criteria in Rheumatoid Arthritis, J. A. M. A. 140: 659 (June 25) 1949. 
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ther diminished, and functional capacity was decidedly 
increased. Some objective improvement of the affected 
joints was noted at the end of the first day in most pa- 
tients. Whereas subjective improvement began promptly 
after institution of treatment and reached its maximum 
degree in most patients on the third day, objective im- 
provement continued more gradually and did not attain a 
peak until after two to three weeks of therapy. In most pa- 
tients increased temperature and redness of periarticular 
tissues disappeared at the end of 24 hours of administra- 
tion of metacortandralone. Swelling, tenderness, and pain 
on motion had lessened and range of motion increased, in 
some patients, by this time. Improvement in all objective 
signs continued and was definite in each patient by the 
end of the first week. Periarticular swelling and effusions 
in the joints receded more slowly than the other signs. 
Maximal improvement of the objective signs in the pa- 
tients whose improvement proceeded at the slowest rate 
appeared on the following days of treatment: redness, Ist 
day; warmth, 8th day; pain on motion, range of motion, 
and tenderness, 14th day; swelling, 28th day in all pa- 
tients (14th day in most patients); and joint effusion, 
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21st day in all patients (14th day in most patients The 
effusions in the joints completely disappeared in | ve 
the six patients who had had this sign (cases 3, 4. §. 
and 7) and markedly decreased in one (case 2). 


Ol 


6 


RESULTS 

Clinical, histopathological, and biochemical studie, 
indicated that metacortandralone possesses both anti- 
rheumatic and anti-inflammatory properties. The studies 
also demonstrated that metacortandralone behaves like 
an adrenal cortical hormone, causing a prompt and sig- 
nificant fall in the number of circulating eosinophils and 
a suppression of the urinary 17-ketosteroids. Balance 
studies revealed that metacortandralone given to patients 
with rheumatoid arthritis in doses sufficient to cause com- 
plete suppression of the arthritis caused no retention of 
sodium, no loss of potassium or nitrogen, and no gain in 
body weight. 

Antirheumatic Properties.—Measurements were made 
of specific signs of articular inflammation, the range of 
motion of each affected joint, and the force with which a 
sphygmomanometer cuff inflated to 60 mm. Hg could be 


TABLE 1.—Com~position of Series of Patients Receiving Metacortandralone 
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Case Arthritis, 
No. Sex Age, Yr. Yr. Stage! Class } Previous Therapy Objections 

ete oe Oe eee ee PES RN ee F 32 2% 2 1 Aspirin only Inadequate response 

Dic atimeidecidevetapese cenngenaesanes M 16 3 2 3 Aspirin only Inadequate response 

© SRR UR eee ee OS rk Pd ee eC Aer F 67 15 2 3 Aspirin only Inadequate response 
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Fig. 1.—The effects of metacortandralone on peripheral eosinophils, 17- 
ketosteroid excretion in the urine, sedimentation rate, and C-reactive protein 
in a patient with rheumatoid arthritis (case 2). Metacortandralone was 
administered in two courses, as shown. During the first course the patient 
received 30 mg. daily for 12 successive days. During the second course the 
patient received 50 mg. daily for 24 successive days. 


tee of the Medical Research Council and Nuffield Foun- 
dation.* Bulb compression values indicate the additional 
height of a column of mercury above 60 mm. produced 
when an inflated sphygmomanometer cuff was com- 
pressed by the patient’s hand grip. The distance from the 
heel to the buttock, measured in centimeters, indicates the 
degree of active flexion of the knee joint. Ring sizes were 
obtained by the use of standard jewelers’ rings to meas- 
ure the circumference of the proximal interphalangeal 
joints; the sizes of all 10 rings were added and the cumu- 
lative number charted. Arbitrary values were assigned 
to the clinical, objective signs of swelling, tenderness. and 
joint pain, and the values for all involved joints were then 
totaled. Repeated measurements made by the same 0b- 
server on each patient during the control, or premedica- 
tion, period showed very close agreement. The changes 
observed at the end of the first and second weeks of ther- 
apy with metacortandralone (fig. 2) are considered to be 





2. Joint Committee of the Medical Research Council and Nuffield 
Foundation on Clinical Trials of Cortisone, A.C.T.H., and Other hera- 
peutic Measures in Chronic Rheumatic Diseases: A Comparison o! Cor 
tisone and Aspirin in the Treatment of Early Cases of Rheumatol 
Arthritis, Brit. M. J. 1: 1223, 1954. 
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SUMMARY AND CONCLUSIONS 

Obstructive-type jaundice is an occasional complica- 
sion of chlorpromazine therapy. Although the incidence 
at this condition may be low, attention should be called 
« the occasional morbidity and the importance of dif- 
ferentiiting the condition from surgical obstructive jaun- 
dice. Recognition of this syndrome is important in order 
to prevent unnecessary surgery. Careful inquiry into 
previous drug therapy and the finding of a transient eosin- 
ophilia may be helpful in differential diagnosis. 

ADDENDUM 


The patient in case 3 was readmitted to the hospital 
on Nov. 8, 1954, with persistence of jaundice four months 





BREAST DISEASE—GERSHON-COHEN ET AL. 325 





after onset. Liver function tests showed normal serum pro- 
tein values, thymol turbidity 2.5 units per 100 cc., nega- 
tive cephalin flocculation, and alkaline phosphatase 7.92 
Bodansky units. The icterus index was 80 units and the 
two hour urine urobilinogen 0.41 units. Surgical explora- 
tion, on Nov. 12, revealed no evidence of common bile 
duct obstruction, and cholangiograms were also normal 
A liver biopsy showed severe bile stasis, some dissocia- 
tion of hepatic cords, and slight central lobular fibrosis 
We believe that the course of events further justifies the 
conclusion that chlorpromazine is the cause of jaundice 
in this patient. On Dec. 27, 1954, the jaundice was un- 
changed. 
2020 E. 93rd St. (6) (Dr. Van Ommen). 





NEGLECTED ROENTGENOGRAPHY OF BREAST DISEASE 


Jacob Gershon-Cohen, M.D., Helen Ingleby, M.D. 


Mortimer B. Hermel, M.D., Philadelphia 


Diagnostic radiology in breast disease has a wide range 
of usefulness, as it has in other parts of the body.' Some 
roentgenographic findings may be pathognomonic while 
others may have little or no value; however, most of them 
can be interpreted correctly by an experienced radiologist 
in the light of the patient’s history and the physical find- 
ings. Under all circumstances, the roentgenogram affords 
a permanent visual record of both breasts, useful not 
only for diagnosis but also for prognosis and study of 
physiological and pathological sequences. From the 
standpoint of the clinician and of the patient, the diag- 
nosis of malignant disease is of first importance. While 
a roentgenographic examination is not required for diag- 
nosis in all cases of carcinoma, the necessity for routine 
examinations has become apparent to us during the past 
four years as we learned to confirm the validity of the 
roentgenographic findings. Our diagnostic criteria were 
worked out from use of the roentgenograms in conjunc- 
tion with stained sections made from the entire operative 
specimen. Their reliability may be judged by the fact that, 
in women over 50 years of age, the tumor, or part of it, 
was visible and was correctly diagnosed in all cases.* 

Of 102 consecutive carcinomas in our latest series, 
85 (83% ) were diagnosed correctly and 14 more (14% ) 
were suspected from the roentgenographic findings. From 
clinical studies, only 55 (54%) were diagnosed cor- 
rectly, while 26 more (25% ) were suspected. The re- 
maining 21 lesions (21% ) were labeled benign by the 
clinician, while a similar error was made in only 3 cases 
(3% ) by the radiologist. In a series of 316 benign tumors, 
287 (91%) were diagnosed correctly and 29 (97% ) 
were suspected from the roentgenographic studies. There 
were no incorrect diagnoses. From clinical studies, the 
correc! diagnosis was made in 225 cases (71%), and 
there were 79 suspicious cases (25%). An incorrect 
diagn. sis was made in 12 cases (14% ). 


DIAGNOSTIC SIGNS 


Apical example of the use of the roentgenogram as 
an alc 'o diagnosis would be the case of a woman with 


blood-stained discharge from the nipple. The cause could 
be secretory disease, papilloma, or carcinoma, in that 
order of frequency. A tumor may or may not be palpable. 
Microscopic examination of the smear does not always 
give the answer. On the roentgenogram, the presence of 
carcinoma would be shown by a spicular nodule that in- 
terrupts the line of the trabeculae (fig. 1). Should 
the tumor be smoothly contoured, lobulated, or bossel- 
ated, adenofibroma or multiple cysts would be suggested 
(fig. 2). Intraductal papillomas do not show a definite 
mass on the film, but the ducts containing them appear 
beaded and often tortuous. Intracystic papillomas have 
the same characteristics as other benign cysts, but, owing 
to the bloody contents, these cysts are apt to be denser 
and stand out more distinctly. Secretory disease may be 
characterized by an opacity beneath the nipple, often 
resembling a truncated cone. If plasma cell mastitis is 
present, fluffy opacities less dense than carcinoma may 
stream back to the base of the breast, following the line 
of the trabeculae. The measurements of those masses 
on the roentgenogram would be greater than those deter- 
mined clinically as contrasted to carcinomatous opacities 
that appear smaller on film than is indicated by their 
clinical measurement. 





From the departments of radiology and research pathology, Albert 
Einstein Medical Center, Northern Division 

Read before the Section on Radiology at the 103rd Annual Meeting of 
the American Medical Association, San Francisco, June 25, 1954 

1. Leborgne, R.: Diagnosis of Tumors of the Breast by Simple Roen: 
genography, Am. J. Roentgenol. 65: 1-11 (Jan.) 1951. Gros, C. M., and 
Sigrist, R.: La radiographie de la glande mammaire, J. belge radiol. 35: 
226-268, 1952. Gershon-Cohen, J.; Ingleby, H.; Hermel, M. B., and Berger 
S. M.: Accuracy of Pre-Operative X-Ray Diagnoses of Breast Tumors 
Surgery 35: 766-771 (May) 1954. 

2. Gershon-Cohen, J., and Ingleby, H.: Carcinoma of the Breast: Roent 
genographic Technique and Diagnostic Criteria, Radiology 60: 68-76 (Jan.} 
1953; Secretory Disease and Plasma Cell Mastitis in the Female Breast 
Roentgenologic and Pathologic Studies, Surg., Gynec. & Obst. 95: 497-504 
(Oct.) 1952. Gershon-Cohen, J.; Ingleby, H., and Hermel, M. B.: Roent 
genographic Diagnosis of Calcification in Carcinoma of the Breast, J. A 
M. A. 152: 676-677 (June 20) 1953. Gershon-Cohen, J., and Ingleby, H 
Roentgenography of Cysts of the Breast, Surg., Gynec. & Obst. 97: 483-489 
(Oct.) 1953; Roentgenography of Fibroadenoma of the Breast, Radiology 
59: 77-87 (July) 1952. 
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While the use of roentgenography should not be neg- 
lected in the routine examination of any breast, it must 
not be overlooked when malignant disease is suspected 
for such reasons as an enlarged axillary node or eczema 
of the nipple. As a matter of fact, under such circum- 
stances, roentgenography is mandatory. Occult carci- 
nomas occur mostly in older women, and the translucency 
of the surrounding fat renders a tumor visible on the 





Fig. 1.—Scirrhous carcinoma in a 64-year-old woman. A hard mass, 
3 by 4 cm., had been noted for three weeks in the upper, outer quadrant of 
the left breast. A, spicular margins of the mass showing malignant disease. 
B, slicer section of nodular, spicular mass corresponding to that seen on 
the roentgenogram. 


roentgenogram, even if it is less than 5 mm. in diameter. 
In some of these cases, the only diagnostic sign is cal- 
cification along the lines of the ducts, but this is enough.* 
Even if a small opacity cannot be definitely diagnosed, 
roentgenograms will show where to make a biopsy. 

In young women, there are many examples of multiple 
masses in which the clinical diagnosis lies between cysts 
or adenofibroma and adenosis. Adenosis corresponds to 
the mastodynia of Geschickter and is often reversible. 
When cysts are present, their smooth, rounded outlines 
are seen on the film. These contrast with the fluffy opac- 
ities characteristic of adenosis. Adenofibromas may be 
difficult to distinguish, but, since they are benign tumors, 
it is worth reexamining the patient after the menstrual pe- 
riod when, with suitable techniques, an adenofibroma can 
usually be visualized. When the surgeon is confronted 
with a lesion that he believes to be benign, the roent- 
genogram may be used to confirm his impression and to 
serve as a check and record for periodic reexaminations. 


IMPROVEMENTS IN DIAGNOSIS 
Roentgenography, useful as it is, is not merely a diag- 
nostic tool. Roentgenograms taken in the early stages of 
our investigation often portrayed lesions with which we 
were not completely familiar. Some part of what we saw 
could be interpreted from our experience with paraffin 
sections, but the roentgenogram showed a pattern of dis- 
turbance that could be explained only by careful investi- 
gation of a much wider area than was ever covered by the 





3. Ingleby, H., and Gershon-Cohen, J.: Adenosis of the Breast, Surg., 
Gynec. & Obst. 99: 199-206 (Aug.) 1954. 

4. Gershon-Cohen, J., and Ingleby, H.: Some Contributions of Radi- 
ology to the Pathology of the Female Breast, Brit. J. Radiol. 26: 87-92 
(Feb.) 1953. 

5. Miller, M. W., and Pendergrass, E. P.: Some Observations Concerned 
with Carcinoma of the Breast, Pennsylvania M. J. 57: 421-425 (May) 1954. 
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ordinary type of section. Investigators have tried to over. 
come the difficulty by the use of large paraffin or p, roxy- 
lin (Celloidin) sections. These may be satisfactory up to 
a point, but they do not give the clear tridimension::| view 
afforded by thicker frozen sections stained simp!) with 
hematoxylin. Such preparations are not good for the 
study of pathological cells, but, viewed under the dissec. 
tion microscope, they show architectural distortions that 
allow recognition and evaluation of the over-all changes 
in the breast.‘ Our studies showed remarkable corre- 
spondence between the sections and the change recorded 
on the roentgenogram. In this way, the differential diag- 
nosis of such conditions as secretory disease and adenosis 
was made possible. In studies of human disease, ob- 
servers are faced with the difficulty that once a lesion js 
removed that particular area is lost for further observa- 
tion. But with the use of serial x-ray reexaminations, de- 
cision against immediate operation can be safely made in 
many cases. Moreover, evaluation of results by treatment 
with hormones and other drugs also becomes a possibility 
Finally, improvement in the early diagnosis of breast can- 
cer can be achieved with the use of screening roentgeno- 
graphic studies taken periodically. As pointed out by 
Miller and Pendergrass in a series of 1,029 women, 93% 
accidentally discovered their breast tumors. Only 7% of 
this group reported for medical advice within two weeks 
How much better it would be if roentgenograms of nor- 
mal breasts were obtained periodically. The physician 
then could be the first to discover and to care for these 
new growths and without delay. 





Fig. 2.—Multiple cysts in a 49-year-old woman. A, the cysts seen 4 
sharply defined globular masses. B, slicer section of cystic areas. 


SUMMARY AND CONCLUSIONS 
In studies of breast disorders controlled by extensive 
pathological investigations that have been carried on for 
the past four years, the useful diagnostic range of roent- 
genography varies from pathognomonic findings to those 
of little if any diagnostic value. A higher accuracy in dil- 
ferentiating benign from malignant lesions can be 0b- 
tained by roentgenography than by clinical examination 
alone. Visual control of therapeutic measures is also pos 
sible with roentgenography. Periodic roentgenographit 
studies of normal breasts could be used effectively 
detect and care for carcinoma earlier than is now usuall) 
done in patients who accidentally discover lesions. 


255 S. 17th St. (3) (Dr. Gershon-Cohen). 
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significant and to indicate that this steroid possesses 
definite antirheumatic properties. Figures 3 and 4 illus- 
trate the correlation of the changes in some of these 
values with laboratory changes observed in the patient 
incase 4 during four weeks of metacortandralone admin- 
istration. The subjective antirheumatic changes have been 
described previously. During therapy there was a remis- 
sion of the arthritis (grade 1 response) in the patients in 
cases 1, 2, 4, 5, and 7 and major improvement (grade 2) 
in those in cases 3 and 6. At the peak of improvement, 
functional capacity was restored to normal (class 1 ) in all 
patients but one (case 6). This patient presented a num- 
ber of irreversible destructive joint changes when ad- 
mitted to the clinical center. Although markedly im- 
proved, she did not advance beyond class 4 and remained 
restricted to the wheelchair. 

Anti-Inflammatory Properties —Using the Polley- 
Bickel synovial punch biopsy instrument, biopsies were 
taken of the synovium of the knee joint of patients in 
cases 2, 3, and 4 immediately before and again during 
metacortandralone administration. The histological sec- 
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Fig. 2.—Antirheumatic indexes of metacortandralone in seven patients 
with rheumatoid arthritis. 


tions were prepared and examined by Dr. Leon Sokoloff, 
who reported a striking subsidence of inflammation. In 
general, the synovium before therapy showed denuding 
of the lining cells, swelling of the stroma cells, exudation 
of polymorphonuclear leukocytes, and extensive fibrinoid 
alteration of the connective tissue (fig. 5). The synovium 
removed in the third week of metacortandralone therapy 
showed restoration of the lining cells; subsidence of swell- 
ing of stroma cells, which now appeared normal; and ab- 
sence of polymorphonuclear leukocytes. The most im- 
pressive and significant change consisted of a conspicuous 
disappearance of “fibrinoid” alteration (fig. 6) in two of 
the three cases. 

Several epitrochlear lymph nodes in the patient in 
case 2 were markedly enlarged bilaterally before treat- 
ment and diminished to nearly normal size after several 
weeks of metacortandralone administration. Biopsy of 
an epitrochlear lymph node before therapy showed the 
nonspecific lymphatic hyperplasia with enlargement of 
the geminal centers that is typically found in rheumatoid 
arthr''s, Another epitrochlear node removed during the 
third eek of treatment showed a marked reduction in 
the l)\phatic hyperplasia, although some inflammatory 
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reaction was still present. Splenomegaly present in one 
patient diminished slightly. Two patients (cases 4 and 7) 
had subcutaneous nodules. In the patient in case 4 a 
nodule had appeared during a previous course of corti- 
sone therapy and begun to subside before metacortan- 
dralone therapy was instituted. It continued to diminish 
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Fig. 3.—Antirheumatic effects observed during the administration of 
cortisone and, subsequently, metacortandralone to a patient with rheumatoid 
arthritis (case 4). Cortisone was withdrawn abruptly, and metacortandralone 
was given immediately thereafter. 


in size but did not completely disappear during adminis- 
tration of the new steroid. In the patient in case 7 there 
was no appreciable change in the nodules during therapy. 
Two patients were febrile (cases 2 and 4), the rectal 
temperature reaching 38 and 38.8 C, respectively, before 
treatment. Both patients became afebrile on the first day 
of metacortandralone administration and remained so 
during the course of therapy. The erythrocyte sedimenta- 
tion rate was elevated in all patients before treatment and 
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Fig. 4.—Laboratory changes observed during the administration of corti 
sone and, subsequently, metacortandralone to a patient with rheumatoid 
arthritis (case 4). Cortisone was withdrawn abruptly, and metacortandralone 
was given immediately thereafter. 


decreased significantly and promptly in every instance 
during treatment, reaching normal or nearly normal 
levels. The C-reactive protein that was present in all 
patients before treatment disappeared in every instance 
during suppressive dosage. It reappeared in several pa- 
tients when the dose was reduced (fig. 4). The sensitized 
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sheep cell agglutination reaction * was present in six of 
the seven patients prior to therapy. It remained present 
in all during steroid administration, despite marked clin- 


ical improvement. 


Side-E ffects—The occurrence and time of onset of 
side-effects during metacortandralone administration are 
listed in table 2. None of the side-effects was serious, and 
all disappeared as the dose of metacortandralone was re- 


duced. The commonest symptom was increased appetite. 


On a diet that was generally kept constant at about 2,500 


calories and 3 gm. of sodium per day, none of the patients 
gained weight. The epigastric discomfort was cramp-like 
in nature, only mild or moderate in intensity, and located 
close to the xiphoid process. It radiated along both costal 
margins occasionally but never to the back. It was transi- 
tory in nature, lasted 15 to 45 minutes, disappeared 
spontaneously, and recurred daily for one or two weeks. 
It was not related to food ingestion, nor was it relieved 
by alkalies or aluminum hydroxide. Radiographic studies 
of the esophagus, stomach, and duodenum of several pa- 
tients who experienced this symptom revealed no evi- 
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the third week after the steroid was stopped. Three \, eeks 
after metacortandralone was discontinued, there \\as 4 
return of about 80% of the objective signs of articula; 
inflammation present before medication. In case ? the 
same dosage and withdrawal schedule was followed. This 
patient had a severer type of arthritis than the patient in 
case 1. When metacortandralone was stopped after |? 
days of administration, in contrast to case 1, there was q 
flare of the arthritis on the following day with reappear- 
ance. of joint pain, swelling, tenderness, and warmth. The 
arthritis was now almost as severe as before medication. 
After three days, however, the severity subsided consider- 
ably and then gradually mounted. At the end of 12 days. 
about 75% of the objective signs of articular inflamma- 
tion present before medication had returned. Twelve days 
after the first course was terminated, the patient was given 
a second course of metacortandralone consisting, this 
time, of 50 mg. daily for 24 days. There was no recur- 
rence of any signs of arthritis until five days after the 
steroid was again abruptly discontinued. In neither case 
1 nor case 2 were there signs of adrenal cortical insuff- 


TaBLe 2.—Occurrence and Time of Onset of Side-Effects During Metacortandralone Administration 
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dence of gastritis or ulceration. The basis for this com- 
plaint requires further investigation. Facial rounding was 
mild or barely perceptible in this series. The mental 
changes in the patient in case 7 consisted of dulness, 
“lightheadedness,” feeling of intoxication, and inability 
to concentrate. These symptoms occurred during the 
fourth week of relatively high suppressive dosage (50 mg. 
daily) and disappeared in about 10 days when the dose 
was lowered to 40 mg. 

Recurrence Following Discontinuance of Steroid.— 
In two of the seven patients (cases 1 and 2) the steroid 
was abruptly withdrawn for special research purposes 
(these patients were undergoing sodium, potassium, ni- 
trogen, calcium, and phosphorus balance studies ). In the 
patient in case | the arthritis before medication was mild, 
but there were a number of objective signs that could be 
measured readily. Metacortandralone was given in doses 
of 30 mg. daily for 12 successive days and then stopped. 
Objective signs (tenderness and swelling) gradually re- 
appeared beginning on the fifth day and preceded the 
return of subjective symptoms, which occurred during 





3. Ziff, M.; Brown, P.; Badin, J., and McEwen, C.: Hemagglutination 
Test for Rheumatoid Arthritis with Enhanced Sensitivity Using the Euglob- 
ulin Fraction, Bull. Rheumat. Dis. 5: 75, 1954. 


ciency or other constitutional symptoms in the patient on 
sudden and total withdrawal of steroid. 

In the other five patients the dose was gradually re- 
duced as previously indicated. The minimal dose for each 
patient was defined as that dose that was adequate to 
suppress all signs of active arthritis and was just 5 mg. 
above the amount that permitted a return of signs of 
articular inflammation. When the subminimal dose was 
reached, arthritis recurred within a few days with re- 
appearance of subjective symptoms and objective signs. 


COMPARISON OF METACORTANDRALONE WITH 
CORTISONE AND HYDROCORTISONE 

Four patients in this series had received cortisone or 
hydrocortisone, or both, before receiving metacortan- 
dralone (table 1). The duration of cortisone administra- 
tion varied from nine months to three years. In case 4, 
a maintenance dose of 20 mg. of metacortandralone pro- 
duced about the same degree of improvement as 100 mg. 
of cortisone. In case 5, a daily maintenance dose of 5 mg. 
of the new steroid resulted in greater objective and sub- 
jective improvement than a maintenance dose of 5() mg. 
of cortisone. In case 6, a daily maintenance dose of 2) mg. 
of metacortandralone was more effective as an antir!eu- 


matic agent than 112.5 mg. of cortisone. In case 7, 4 
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daily aintenance dose of 25 mg. was decidedly more 
catistactory than 75 mg. of cortisone. It should be empha- 
ized. however, that it may not be valid to compare the 
response to a new steroid during the first three months of 
its administration with the response to another steroid 
that had been given for a much longer period, for it is 
common knowledge that, as duration of cortisone ad- 
ministration advances, the therapeutic response in the 
same patient often diminishes. The results of prolonged 
metacortandralone administration will constitute a more 
reliable basis than these preliminary observations for 
estimating the relative potency of the two steroids. 

The potency of metacortandralone as related to hydro- 
cortisone is now being determined by us directly in several 
patients with rheumatoid arthritis. The results will be 
published later. Since it has been reported that hydro- 
cortisone is 1.5* or 1.2° times more potent than corti- 
sone, it may be estimated that metacortandralone is more 
potent than hydrocortisone by a proportionately lower 
factor than it is in relation to cortisone. 

Observations on this group of seven patients with active 
rheumatoid arthritis seem to indicate that the increased 
antirheumatic potency of metacortandralone is not ac- 
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Fig. 5.—Photomicrograph of section of synovial membrane removed by 
punch biopsy from the patient in case 2 before administration of meta- 
cortandralone. The surface of the synovial membrane is ulcerated. Material 
having the morphological properties of fibrin is present on the surface as 
Well as within the substance of the synovial membrane. Polymorphonuclear 
leukocvtes are present among the superficial necrotic cells. Stromal cells are 
proliferating, 






companied by a corresponding increase in severity or 
irequency of undesirable effects. On the contrary, the 
side-effects of metacortandralone seen so far have been 
less severe and less common than those of cortisone. If 
this observation is confirmed by more studies and after 
prolonged therapy, it would indicate that metacortandra- 
lone as a higher therapeutic ratio than cortisone. 


METACORTANDRALONE—BUNIM ET AL. 


COMPARISON OF METACORTANDRALONI 
WITH METACORTANDRACIN 


Metacortandralone was made available to us on Aug 
3, 1954, and metacortandracin on Oct. 9, 1954. Thus 
far metacortandracin has been administered orally to 
five patients with rheumatoid arthritis. Three of these 
(cases 2, 4. and 7) had been given metacortandralone 





Fig. 6.—Photomicrograph of section of synovial membrane removed by 


punch biopsy from the patient in case 2 on the 24th day of metacortandra 


lone administration (50 mg. daily). The surface of the synovial membrane is 
intact for the most part. The adipose tissue has undergone fibrosis. The 
number of stromal cells is somewhat greater than normal, but the cells 
are of resting type. A small number of lymphocytes infiltrate the tissue 


previously. Preliminary studies to date indicate that the 
antirheumatic potency and hormonal effects of these two 
synthetic steroids are very similar. 


HORMONAL AND METABOLIC ACTIVITY OF 
METACORTANDRALONI 

Hormonal Effects —Oral administration of metacor- 
tandralone resulted in uniform, prompt, and significant 
fall (over 50% ) in the number of circulating eosinophils 
and suppression of urinary 17-ketosteroids. When the 
steroid was discontinued the eosinophil level rose 
promptly and reached premedication levels in one week. 
Excretion of 17-ketosteroids increased on the second day 
after metacortandralone was stopped but failed to reach 
pretherapy levels during the following week (fig. 1). 
A relation was observed between the level to which 
eosinophils fell and the dose of metacortandralone. The 
rate of 17-ketosteroid excretion in a 32-year-old woman 
with rheumatoid arthritis (case 1 ) who was given 30 mg. 





4. Boland, E. W.: Hydrocortisone (Kendall's Compound F): Experiences 
with the Free and Acetate Forms in Rheumatoid Arthritis, J. Am. Pharm 
A. (Pract. Pharm. Ed.) 13: 540, 1952. 

5. Ward, L. E.; Hench, P. S.; Slocumb, C. H., and Polley, H. F.: Com- 
parative Effects of Hydrocortisone (Free Alcohol), Hydrocortisone Acetate 
and Cortisone Acetate in Rheumatoid Arthritis, read before the American 
Rheumatism Association, New York, May 8, 1953 
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of metacortandralone decreased from 8.3 mg. per 24 
hours before medication to 3.8 mg. on the first day and 
1.8 mg. on the fifth day. In a 16-year-old Negro boy with 
the same disease (case 2), given the same dosage of 
metacortandralone, the rate of 17-ketosteroid excretion 
fell from 8 to 4.5 mg. per day. This is interpreted as evi- 
dence of adrenal cortical suppression. 

In three patients who had been receiving 112.5, 75, and 
37.5 mg. of cortisone daily, severe, systemic symptoms 
of withdrawal appeared when the dose of cortisone 
was reduced below the patient’s individual critical level. 
When, however, the fully restored dose of cortisone was 


TABLE 3.—Changes in Serum Cholesterol Levels* During 
Administration of Metacortandralone 


Day of 
Maximum Therapy on Total 
Pretherapy Level During Which Steroid 
Level, Therapy, Maximum Given 
Case Mg. per Mg. per Level by This 
No. 100 Ce, 100 Ce. Occurred Day, Mg. 
{ 30 mg. per day 119 175 12 360 
9) 
| 50 mg. per day 130 210 16 800 
ii snis sesh sh titcain onic abc icieh 162 299 26 1,000 
Gipsnessenseceencene 138 276 21 715 
Me Acoediaweenrenas 123 170 35 820 
EE EEA a ROD 303 411 28 1,475 
* Schoenheimer-Sperry method was used. 


+ This patient had coexisting nephrosis unrelated to rheumatoid 
arthritis or steroid therapy. 


abruptly discontinued and replaced by 60, 40, and 30 
mg. of metacortandralone, respectively, there were no 
symptoms of withdrawal. In each case the dose of meta- 
cortandralone was subsequently reduced to 20 mg. daily 
without the appearance of withdrawal symptoms. In two 
patients who had received metacortandralone for 12 and 
24 successive days, respectively, there were no untoward 
symptoms when the steroid was suddenly stopped. How- 
ever, in one patient who had received metacortandralone 
or metacortandracin for 77 successive days immediately 
after a nine month course of therapy with cortisone there 
were Clinical signs of withdrawal (weakness, lassitude, 
anorexia, depression, and severe joint pain) when ad- 
ministration of the new steroid was discontinued. 

These observations indicate hormonal and clinical evi- 
dence that adrenal cortical suppression is induced by 
metacortandralone. Relatively small doses of this new 
steroid are adequate to prevent the appearance of the 
withdrawal symptoms that follow sudden cortisone dis- 
continuance. When, however, metacortandralone is sud- 
denly withdrawn from a patient who had previously re- 
ceived prolonged cortisone administration, severe consti- 
tutional symptoms may follow. 


Hemopoietic Effects.—A rise in hematocrit and hemo- 
globin concentration occurred in six of the seven patients 
within the first two weeks of metacortandralone adminis- 
tration. In these six patients, the maximum increase in 
hematocrit during the fortnight ranged from 4.8 to 10% 
and averaged 7.2%. The rise in hemoglobin concentra- 
tion ranged from 1.3 to 3.6 gm. per 100 cc. and averaged 
2.8 gm. per 100 cc. (fig. 4). These increases occurred 
despite the removal of 50 cc. of blood from each patient 
three times weekly for chemical and hematological anal- 
yses. The total white blood cell count rose transiently in 
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four of the seven patients. This was accompanied by , 
neutrophilia but not by a reduction in the absolute |ym. 
phocytic count. 

Serum Cholesterol.—lIt is interesting that there was 
a rise in the cholesterol concentration of the serum jn 
five of six patients in whom such studies were made. The 
concentrations before and during steroid therapy are pre- 
sented in table 3. The data at present are insufficient to 
enable us to determine the significance of these changes, 
The level of cholesterol esters did not rise in any of the 
patients treated. 

Serum Protein Fractions.—A rise in albumin and a 
reduction in globulin concentration in the serum occurred 
in six of the seven patients. The total protein level was 
not appreciably increased. The increase in the albumin 
fraction averaged 0.7 gm. per 100 cc. and ranged from 
0.3 to 1.3 gm. per 100 cc. The fall in the globulin frac- 
tion averaged 0.9 gm. per 100 cc. and ranged from 0.4 to 
1.9 gm. per 100 cc. 

Carbohydrate Metabolism.—Determinations of fasting 
blood glucose levels were done often on every patient, 
and none showed a definite rise above pretreatment levels. 
In no patient did glycosuria develop. Glucose tolerance 
tests done on one patient before and during metacortan- 
dralone administration revealed no change. 

Balance Studies—Sodium, potassium, and nitrogen 
balance studies were made on two patients (cases | and 
2) before, during, and after administration of 30 mg. of 
metacortandralone daily for 12 days in each patient and, 
in case 2, a second course of 50 mg. of this steroid daily 
for 24 days (fig. 7). There was no retention of sodium 
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Fig. 7.—The effect of metacortandralone administration on blood cho- 
lesterol, serum proteins, urinary creatinine, body weight, and sodium, 
potassium, and nitrogen balance in a patient with rheumatoid arthritis 
(case 2). Analysis of fecal nitrogen was done but not included in this chart 


and no loss of potassium or nitrogen in either patient 
when 30 mg. of the steroid was given daily. When 50 mg. 
daily was given to one of these patients (case 2) no 
change occurred for about the first 10 days. Thereatter, 
however, urinary nitrogen excretion increased from the 
mean control level of 12.8 gm. to a level averaging 16 
gm. during the third and fourth six-day periods of ad- 
ministration of 50 mg. of the drug. The nitrogen content 
of the diet was 15.25 gm. When fecal nitrogen analyses 
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were taken into account it was found that nitrogen bal- 
ance had shifted from a positive balance of 1.5 gm. to a 
negative balance of 1.8 gm. daily. When the drug was 
discontinued, the urinary nitrogen excretion level de- 
clined and the nitrogen balance again became positive 
(nitrogen balance studies were conducted by Dr. G. Don- 
ald Whedon). There was no gain in body weight in either 
patient. 

Other Laboratory Studies —Weekly determinations of 
the concentration in the blood of sodium, potassium, cal- 
cium, phosphorus, alkaline phosphatase, urea nitrogen, 
chlorides, and carbon dioxide before and during meta- 
cortandralone administration disclosed no significant 
changes. 

Blood Pressure——Daily determinations of the blood 
pressure in each patient revealed no consistent elevation. 

Anticipated Studies.—Studies on the absorption, dis- 
position, and excretion of the steroids in man and on their 
local anti-inflammatory effects when injected into the 
joints will be undertaken when more supplies of the 
agents become available. 


COMMENT 


It should be emphasized that this is a preliminary re- 
port and that our observations have been confined to the 
effects of new steroids administered for a short period 
to a small group of patients with an inscrutable, chronic 
disease. 

The disappointment with cortisone, hydrocortisone, 
and corticotropin as therapeutic agents in rheumatoid 
arthritis resulted largely from experience with long-term 
administration. Two important limitations then became 
apparent. First, the initially spectacular response was not 
maintained in many patients, and in such cases the im- 
provement was not of sufficient magnitude to warrant 
risking the side-effects of prolonged steroid administra- 
tion. Second, systemic withdrawal effects occurred after 
interruption of long-term, but not short-term, adminis- 
tration. The same principles may yet apply to metacor- 
tandralone and metacortandracin. It is reasonable to ex- 
pect withdrawal symptoms after prolonged administration 
of these new steroids, since they, like their antecedents, 
suppress both the manifestations of the disease and en- 
dogenous cortical steroid production. Furthermore, it 
is common knowledge that serious side-effects, not ap- 
parent when a small group of patients is first studied, may 
emerge as experience with a new therapeutic agent in- 
creases. 

Nevertheless, the new antirheumatic steroids, meta- 
cortandralone and metacortandracin, constitute an im- 
portant advance toward the objective of finding a more 
useful and less objectionable preparation for controlling 
theumatoid arthritis. These steroids are several times 
more potent as antirheumatic and anti-inflammatory 
agents than cortisone or hydrocortisone. Preliminary ob- 
servations indicate that the increased potency is not ac- 
companied by a corresponding increase in the severity 
or frequency of side-effects. Moreover, patients who have 
ultimtely failed to respond to cortisone and hydrocor- 
tisonc have shown, thus far, marked improvement with 
relati\cly small doses of metacortandralone and meta- 
cortundracin. Finally, the synthesis of new crystalline 
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steroids that possess not alone the physiological activity 
of adrenal cortical hormones but, in addition, enhanced 
antirheumatic potency gives us reason to believe that the 
search for a more effective therapeutic agent is not with- 
out promise. 
SUMMARY AND CONCLUSIONS 

Metacortandralone is a crystalline synthetic steroid that 
possesses the physiological activity of an adrenal cortical 
hormone. There is a greater than 50% decrease in the 
number of circulating eosinophils and a significant reduc- 
tion in the urinary | 7-ketosteroid levels within one or two 
days after the steroid is administered by mouth. Meta- 
cortandralone is an effective antirheumatic agent. Each 
of the indexes of objective joint changes, namely, swell- 
ing, tenderness, warmth, pain on motion, and range of 
motion, were significantly, rapidly, and consistently im- 
proved following its administration. Subjective improve- 
ment, both articular and general, was striking and was 
greater than objective improvement. Metacortandralone 
is an anti-inflammatory agent. Histological examination 
of synovial biopsy specimens taken before and during its 
administration clearly demonstrated a marked subsidence 
of inflammation. The erythrocyte sedimentation rate and 
C-reactive protein level were restored to normal or nearly 
normal values in every patient studied. The sensitized 
sheep cell reaction of the serum was not significantly al- 
tered. Meta rtandralone is about three to four times 
more potent as an antirheumatic and anti-inflammatory 
agent than cortisone and two to three times more potent 
than hydrocortisone. Preliminary observations indicate 
that this enhanced potency is not accompanied by a pro- 
portionate increase in the frequency or severity of un- 
desirable side-effects. This new steroid therefore pos- 
sesses an augmented therapeutic ratio. The maintenance 
dose varies with severity of the arthritis and has ranged 
from 5 to 25 mg. daily. With this dose, close to maximal 
objective and subjective improvement has been achieved. 


Hemopoietic stimulation resulted from the administra- 
tion of metacortandralone. In several patients significant 
increases occurred in the hematocrit, hemoglobin level, 
red and white blood cell counts, and neutrophil ratio. The 
total cholesterol (but not cholesterol-ester) level in- 
creased as administration of the steroid was maintained. 
Balance studies on two patients with rheumatoid arthri- 
tis—one boy aged 16 and one woman aged 32—demon- 
strated that the daily oral administration of 30 mg. of 
metacortandralone for 12 successive days caused no so- 
dium retention and no loss of potassium or nitrogen. 
When the daily dose was increased, however, from 30 to 
50 mg. in the male patient and given for 24 successive 
days, a negative nitrogen balance, consisting of a loss 
of 1.8 gm. of nitrogen daily, developed on and after the 
10th day. The serum albumin fraction increased by an 
average of 0.7 gm. per 100 cc., and the serum globulin 
fraction decreased by an average of 0.9 gm. per 100 cc. 
Repeated determinations of the fasting blood sugar re- 
vealed no significant increase during metacortandralone 
administration. In no patient did glycosuria develop. 

The undesirable effects thus far observed have been 
minor in nature and degree and often disappeared as the 
dose was decreased. These consisted of hirsutism, faint 
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facial rounding, acneiform eruption, increased perspira- 
tion, increased appetite, transitory epigastric discomfort, 
fatigue, weakness, sleeplessness, and, in one case, transi- 
tory mental depression. In no patient did hypertension 
develop. When the steroid was discontinued or the dose 
reduced below the minimal level, signs and symptoms of 
arthritis returned within a few days. 

Metacortandracin, a member of the same family of 
synthetic crystalline steroids, appears to possess hor- 
monal properties, antirheumatic effectiveness and po- 
tency, and a therapeutic ratio very similar to those of 
metacortandralone. 

This is a preliminary report based on short-term ob- 
servation of seven patients with rheumatoid arthritis. At 
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this time we cannot predict the effects, favorable « + yp. 
favorable, that may result from prolonged admi: jstra- 
tion of these steroids. Further studies are now in pro zress 
ADDENDUM 

Since this paper was submitted, three addition.:| ob- 
servations have been made. |. After several months of 
administration the maintenance dose of the new steroids 
had to be raised in a few cases in order to retain initia] 
improvement. 2. Epigastric discomfort did not occur in 
any of 15 successive patients when caloric restrictions 
of diet were withdrawn and free choice of food permitted. 
3. Administration of the steroids every six hours seems 
more desirable than every eight hours. 





NEUROGENIC TUMORS OF THE NASAL FOSSA 


Lawrence J. McCormack, M.D. 


Harold E. Harris, M.D., Cleveland 


Tumors of the nasal fossa apparently related in origin 
to the olfactory area have been neglected by American 
pathologists, although several reports of their occurrence 
can be found in the European literature. Berger, Luc, and 
Richard ' first recognized such a tumor in 1924 and re- 
ported it as an “esthésioneuroépithéliome olfactif”; the 
neoplasm occurred in an elderly man and was character- 
ized by cells possessing true fibrils and forming rosets. 
Two years later Berger and Coutard ” published a report 
on a similar tumor, which they diagnosed as an “esthé- 
sioneurocytome olfactif”; this lesion occurred in a 32- 
year-old woman with a 20-year clinical course and was 
characterized by cells that possessed only the ability to 
form fibrils. The authors considered it a more mature 
type of neoplasm in the same general group as the one 
reported on by Berger and co-workers. Schall and Line- 
back * recently reviewed the literature and collected ac- 
counts of 14 primary neuroblastic tumors of the general 
region of the nasal fossa, reported entirely in the Euro- 
pean literature. They also reported 3 cases as primary 
intranasal neuroblastomas, bringing the total, according 
to their count, to 17 cases described in the literature; 
however, Stout * has recorded an additional 6 cases from 
his own studies. 

In the 5 cases that we are presenting, 4 of which oc- 
curred in men and one in a woman, 3 were found in a 
review of about 80 cases of true neoplasm of the nasal 
cavity, including tumors of the antrum and lateral nasal 
walls, encountered at our clinic between the years 1935 





From the departments of pathology and otolaryngology of the Cleveland 
Clinic Foundation and the Frank E. Bunts Educational Institute. 

Read before the Section on Pathology and Physiology at the 103rd 
Annual Meeting of the American Medical Association, San Francisco, June 
22, 1954. 

1. Berger, L.; Luc, and Richard: L’esthésioneuroépithéliome olfactif, 
Bull. Assoc. frang. étude cancer 13: 410-421, 1924. 

2. Berger, L., and Coutard, H.: L’esthésioneurocytome olfactif, Bull. 
Assoc. frang. étude cancer 15: 404-414, 1926. 

3. Schall, L. A., and Lineback, M.: Primary Intranasal Neuroblastoma: 
Report of Three Cases, Ann. Otol. Rhin. & Laryng. 60: 221-229, 1951. 

4. Stout, A. P.: Seminar on Tumors of Soft Tissues, read before the 
American Society of Clinical Pathologists, 1951; Tumors of the Peripheral 
Nervous System: in Atlas of Tumor Pathology, Washington, D. C., 1949. 


and 1948; 2 cases are not yet tabulated in a series. 
From these studies, it seems that neurogenic tumors of 
the nasal fossa comprise about 3% of intranasal tumors, 
with polyps excluded. The neurogenic tumors of the 
nasal fossa may be divided into those of malignant and 
those of apparently benign behavior. Two of our five 
cases have followed a malignant course, ending with death 
of the patient; the remaining three have so far followed a 
benign, although sometimes protracted, course. There 
appears to be a close correlation between the histological 
appearance and the biological behavior of the tumor. 


MALIGNANT TUMORS 

Case 1.—A 47-year-old white man entered the Cleveland 
Clinic in June, 1943, complaining of frequent epistaxes suffered 
during the previous four months, associated with intermittent 
frontal headaches. One month previously he had had a very 
severe epistaxis requiring hospitalization for one week, and at 
the same time he had noted that the bridge of his nose was 
slightly swollen; this swelling had become steadily worse. Physi- 
cal examination revealed a firm, nontender swelling over the 
bridge of the nose, a large mass filling the right choana, and 
the presence of a bruit over both orbits. A roentgenogram ol! 
the skull demonstrated an area of erosion of the base of the 
skull that included both cribriform plates. The lesion was ir- 
removable, and biopsy only was performed. Roentgen therapy 
in the form of both x-ray and contact radium was administered 
However, metastases to the cervical lymph nodes bilaterally, 
to the scalp, and to the lungs was soon evident. The patient died 
18 months after the initial biopsy; necropsy was not performed 

The gross tissue removed at the time of biopsy was firm in 
texture and mottled red and gray in color. Histological exami- 
nation revealed a neoplasm growing as nests of cells, separated 
by a vascular, fibrous stroma. The cells comprising the lesion 
were small, uniform, and with sparse cytoplasm. The nucle! 
were round or oval, finely granular, with occasional very small 
nucleoli. The cytoplasm was elongate and in the form of small 
fibrils, both polar and stellate. These fibrils could be seen both 
in the sections prepared with Masson's trichrome stain and in 
the sections stained with chromotrope aniline blue. In rare areas. 
true rosets were found, represented by small lumens surrounded 
by these same cells. A division between the cells surrounding 
the lumens and adjoining cells forming the solid portions could 
not be demonstrated. The review diagnosis is olfactory neuro- 
epithelioma. 
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_The patient, a white man 56 years old at the time 


Cas aves 
, val of his tumor, had been seen at the Cleveland Clinic 
aymerous times during the preceding 16 years and had been 

wed for sinusitis, refractive errors, and diabetes mellitus. In 


November, 1946, a large, apparently strangulated polyp had 
heen removed from the left nasal cavity. The polyp pedicle was 
tached to the left ethmoidal region. After removal of the polyp, 
the patient remained well for almost 18 months; then low back 
d signs of cord compression in the upper cervical region 


pain « 





> 
. 
* 


Fig. 1.—Uniform cell type found with the formation of small pseudo- 
rosets only in the primary nasal tumor. (Hematoxylin-eosin-methylene blue 
stain; 800.) 


developed. The patient died two years after removal of the 
tumor as a result of widespread metastases, but without evidences 
of intranasal recurrence. 

The ablated surgical specimen consisted of multiple segments 
of soft, friable, pale pink tissue superficially covered by yellow- 
gray gelatinous material. Histologically the neoplasm was com- 
posed of small, round cells of similar size and configuration, 
arranged in groups and in sheets. The nuclei were round, with 
finely divided chromatin; the cytoplasms were small in amount 
or not demonstrable. There were occasional mitotic figures. In 
some areas the cells formed pseudorosets containing a few fine 
fibrils (fig. 1). The blood vessels were prominent, their walls 
heing thickened by small amounts of collagen. In some areas, 
there was a suggestion of compartmentation of islands of tumor 
cells. The margins of the neoplasm contained nests of tumor 
cells embedded in an edematous stroma. The surface was covered 
by a fibrinopurulent exudate, and small areas of necrosis were 
Present throughout the neoplasm. The review diagnosis is olfac- 
‘ory neuroblastoma. At postmortem examination, a widespread 
dissemination of the neoplasm was found, involving lungs, bones, 
and thoracic and abdominal lymph nodes. In none of the areas 
examined histologically could pseudorosets be demonstrated, 
althouch the cytological picture was the same as that of the nasal 
neoplasm. 

BENIGN TUMORS 


Cast 3.—A 34-year-old white man entered the Cleveland 
Clinic in December, 1945, with a protracted history of nasal 
difficullies. About 15 years previously he had noted that he had 
4colu” constantly; 10 years previously nasal surgery had been 
attemp'cd, but it was discontinued because of severe bleeding. 
Since |)at time the patient had suffered from a profuse, foul 
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yellow nasal discharge and frequent epistaxes. Physical exami 
nation of the nose revealed a nasoseptal deviation to the right 
reducing the right nasal choana to a mere slit. The mucou: 
membrane was markedly edematous. The right middle turbinate 
was swollen and attached to the septum by multiple synechias 
Ihe posterior portion of the left middle turbinate was greatly 
enlarged and almost occluded the left choana; the expansion 
was apparently responsible for the septal deviation. Biopsy was 
performed, and the specimen was diagnosed as a malignant 
sarcoma of the ethmoid region. Roentgen therapy was adminis 
tered. The tumor was insensitive, and the patient returned eight 
months later with neoplasm protruding from the left posterior 
choana. Roentgenologic examination at that time revealed 
clouding of the left ethmoid and antrum. The patient received 
further x-ray therapy and radon seed implantatien. Several 
severe epistaxes occurred. Fifteen months after the initial biopsy, 
physical examination revealed that the left nostril was almost 
completely blocked by tumor. The patient felt perfectly well but 
still had nasal obstruction and anosmia. His problem was re 
assessed, and it was decided that, in view of the atypical clinical 
course, an attempt should be made to remove the neoplasm 
After ligation of the left external carotid artery, an extensive 
dissection of the left lateral nasal wall was performed, with 
removal of the turbinates, ethmoid air cells, and medial wall 
of the antrum on the left side. The patient was seen several 
times during the next two and one-half years, without evidence 
of recurrence of the neoplasm. 

Case 4.—A 58-year-old white man entered the Cleveland 
Clinic in June, 1952, complaining of difficulty, of many years’ 
duration, in breathing through the left side of his nose. For the 
previous four months he had been having episodes of epistaxis 





Fig. 2.—Area representative of cases 3, 4, and 5; the marked cellularity 
can easily be misdiagnosed as a highly malignant neoplasm; the uniform 
cell pattern and compartmentation should be noted. (Hematoxylin-cosin 
methylene blue stain; 210.) 


that required nasal packing. Physical examination revealed a soft 
mass of clotted blood in the left choana, and the clinical im- 
pression was that of existence of a neoplasm of the left ethmoid 
Roentgenograms revealed clouding of the ethmoid sinus and the 
sphenoid sinus on the left side, and what appeared to be a soft- 
tissue density in the posterior left nasal fossa, which projected 
slightly into the medial wall of the left antrum. On the lateral 
view, the density appeared to lie in the region of the ethmoid 
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sinuses. An incisional biopsy was done; a left lateral rhinotomy 
was then performed; the entire left lateral wall of the nasal 
cavity, including the ethmoid labyrinth, was removed, and the 
surrounding area was fulgurated. No recurrence was noted 15 
months later. 

Case 5.—A 29-year-old white woman was admitted to Cleve- 
land Clinic in June, 1953. Beginning in 1950, she had had 
frequent episodes of epistaxis, for which a biopsy of the right 
ethmoid area had been performed. A diagnosis of osteosarcoma 
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Fig. 3.—Numerous cell processes found at margins of compartments 
extending to adventitia of small vessels. (Phosphotungstic acid-hematoxylin 
stain, Mallory; x 550.) 


of the right maxillary sinus had been made, and deep x-ray 
therapy had been given. Since that time there had been no recur- 
rence of the neoplasm. Physical examination revealed that the 
right lateral nasal wal! had been completely removed; the area 
was well healed, and there was no evidence of recurrence. 


Pathological Findings (Cases 3, 4, and 5).—The gross neo- 
plastic tissue certainly could not be categorized as characteristic. 
In cases 3 and 4, it was only slightly more opaque than the 
usual nasal polyp; it was soft, and either pink or gray. Fresh 
tissue was not examined in case 5. In case 3 a suggestion of a 
polypoid arrangement was still apparent. The total quantity of 
tumor tissue could not be accurately assessed, as other elements 
of the lateral nasal wall were also present, but it was not large. 
The histological changes found in the three cases were remark- 
ably uniform. The bulk of the neoplasm in each case was com- 
posed of masses of small cells compartmented by numerous 
small vascular channels (fig. 2). The individual cells possessed 
indistinct cell margins. The nuclei were prominent, small, and 
round, with a finely divided chromatin pattern. Each nucleus 
contained a small, round, basophilic mass like a nucleolus; many 
cells were undergoing mitosis. Bordering the compartments 
was a filamentous cytoplasmic zone separating the central 
crowded nuclear area from the peripheral capillary (fig. 3). The 
fibrils represented multiple cell processes and stained blue with 
Mallory’s phosphotungstic acid-hematoxylin stain; they were a 
pale red-orange when stained by Masson’s trichrome stain. Care- 
ful examination of the central areas of the cellular masses 
revealed the presence of the fibrils, although they were most 
often obscured by the nuclei; however, in the less cellular areas 
they formed a dense feltwork in which the nuclei appeared to 
be embedded. Tissue fixed in Formalin was available from only 
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one tumor. Sections from this neoplasm stained by the |:odian 
method contained a rare, apparently mature neuron in tie cel. 
lular areas (fig. 4). The peripheral zone of each nevplasm 
revealed a peculiar structural arrangement. Clusters of nucle; 
were embedded in a tangled mass of fibrils and blood vessels, 
The center of some groups was composed of fibrillar stryc. 
ture; in other groups the fibrils observed streamed out froin one 
side, imparting a mushroom-like appearance. The last variation 
suggested that a plane of orientation was present, with a fibrillar 
bundle entering one margin. The location of these nuclear. 
fibrillar clusters was distinct from that of the pseudorosets found 
in the immature neoplasm (case 2); in the latter they were 
present throughout the tumor and were much less distinctly 
formed. The diagnosis in cases 3, 4, and 5 was olfactory neuro- 
cytoma. 
COMMENT 

We have adopted the basic general classification of 
these neoplasms suggested by Berger, although we are 
not in agreement with his belief that they are of ento- 
dermal origin. The tumor with true lumens (case 1) 
should be considered as being representative of the most 
immature cytological type found, the neuro-epithelioma. 
The lesion with abortive, poorly fibrillated pseudorosets 
(case 2) is categorized as being a neuroblastoma. The 
rapidly progressing, fatal clinical course is in conformity 
with the immaturity of these two tumors. The mature 
group is characterized by a uniformity of cellular pattern 
and compartmentation with prominent fibrils present at 
the margins of these subdivisions producing a distinctive 


x a; 
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Fig. 4.—Cellular elements mimicking mature neurons present in the 
neoplasm; what appears to be an axon is attached to a cell centrally located. 
(Bodian stain; x 1080.) 


pattern. They are easily recognized when one is aware of 
their existence. Because this uniform pattern is associated 
with the presence of what appear to be mature nerve 
cells, we believe that the designation of neurocytoma !s 
proper. Although the clinical behavior may be weig hited 
excessively in this group of neoplasms, their biolozical 
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behav! © supports our belief that they are relatively be- 
nign. .\s With many other neoplasms, the site of origin 
ic debutable. All the ganglion cell-structures located in 
relation to the lateral nasal wall, including the olfactory 
placode, sphenopalatine ganglion, and possibly remnants 
of Jacobson’s organ have been implicated. Since there is 
now no way to settle the debate, the adjective olfactory 
seems apt; it delimits the general area of origin and pre- 


‘xes the cell type. 
fixes the cell tYPe-  cuMaMARY 


In five cases of neurogenic tumors arising in the lateral 
nasal wall, four occurring in men and one in a woman, 
a uniformity of cell type with the formation of fibrils has 
been characteristic of all of the neoplasms. Two cases 
have followed malignant courses terminating in death 
of the patients in less than two years, although one tumor 
seemed to be locally controlled by a combination of sur- 
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gery and irradiation. One tumor was classified as an olfac- 
tory neuro-epithelioma, as true rosets were formed, and 
the other as an olfactory neuroblastoma because of the 
presence of pseudorosets. In the other three cases the 
clinical courses have so far been benign after ade- 
quate surgical removal of the tumors. A uniform cellular 
pattern, compartmentation, and abundant fibril produc- 
tion characterize them histologically. Neoplasms in this 
group are designated olfactory neurocytomas. 
ADDENDUM 

Since this article was submitted for publication, 
Friihling and Wild ° have reported four more cases from 
France. 

Cleveland Clinic Hospital (6) (Dr. McCormack). 


5. Friihling, L., and Wild, C.: Olfactory Esthesioneuroepitheliomas of 
Louis Berger, A. M. A. Arch. Otolaryng. 60: 37-48 (July) 1954 





OBSTRUCTIVE-TYPE JAUNDICE DUE 


TO CHLORPROMAZINE (THORAZINE) 


REPORT OF THREE CASES 


Ray A. Van Ommen, M.D. 


Charles H. Brown, M.D., Cleveland 


Chlorpromazine (Thorazine) (10-[y-dimethylamino- 
propyl]-2-chlorophenothiazine hydrochloride) has be- 
come an extremely popular and widely used drug in all 
fields of medicine and surgery. The remarkable antiemetic 
effect of the drug has been observed experimentally ' and 
clinically.* It is of great usefulness in controlling severe 
and otherwise intractable nausea and vomiting associated 
with disease, drugs, and radiation. It is particularly valu- 
able in the control of nausea and vomiting, relief of pain, 
and alleviation of anxiety and apprehension in patients 
having terminal cancer. Chlorpromazine also appears to 
be a useful therapeutic agent in some mental and emo- 


tional disturbances.* 
EFFECTS 


Pharmacologically the drug primarily has a depressant 
eflect on the central nervous system and secondarily has 
a milder antispasmodic, antihistaminic, and adrenalytic 
activity. It potentiates the effects of certain other drugs, 
particularly hypnotics, sedatives, narcotics, and anes- 
thetics. The lesser side-effects noted with chlorpromazine 
therapy include drowsiness, postural hypotension, tachy- 
cardia, dryness of the mouth, nasal congestion, constipa- 
tion, maculopapular rash, and paralysis agitans ( Parkin- 
son-like syndrome). The development of jaundice in a 
lew patients who were being treated with chlorpromazine 
has been referred to in reports of large numbers of pa- 
lients receiving the drug.‘ The jaundice may develop 
insidiously or there may be an abrupt onset of mild 
srippe-like symptoms with or without slight elevation of 
temperature. Associated changes in the bowel habit and 
abdominal distress may occur. Nausea and occasional 
vomiting sometimes then develop even though chlor- 
Proma’ine is an antiemetic. Subsequently, jaundice, pru- 
‘tus, c'ay-colored stools, and dark urine develop, and 
hepatii ‘enderness may be evident. Liver function tests 
alter th appearance of jaundice give results similar to 


those observed in obstructive jaundice, i. e., elévation 
of the serum bilirubin level, bile in the urine, elevated 
concentrations of alkaline phosphatase and serum chol- 
esterol, and low excretion of urobilinogen in the urine. 
The tests for hepatocellular damage uniformly are un- 
altered; there are no significant abnormalities of cephalin, 
thymol, or zinc-sulfate flocculation, albumin-globulin 
ratio, prothrombin time, or cholesterol esterification. Al- 
though the frequency of the development of jaundice in 
patients taking chlorpromazine cannot be determined at 
this time, this report is prompted by our experience with 
three patients who were in the hospital simultaneously. 
We believe that greater awareness of this complication is 
indicated, particularly since it presents a clinical and lab- 
oratory picture simulating surgical obstructive jaundice. 
REPORT OF CASES 

Case 1.—A 64-year-old white woman was first seen in 
February, 1954, because of multiple complaints including oc- 
cipital headache, vertigo, nervousness, nausea, and a gradual 
loss of about 25 Ib. (11.3 kg.) in weight. The past history revealed 
only that she had had a hysterectomy for fibroid tumors in 1951. 
On physical examination the patient was found to weigh 114 Ib. 
(51.7 kg.) and appeared to have good nutrition. The blood 
pressure was 138/70 mm. Hg. The skin was somewhat dry, and 
there was a diffuse thinning of the hair. The thyroid gland was 
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uniformly enlarged and nodular. There was moderate kyphosis 
of the spine. Findings on the remainder of the physical examina- 
tion were within normal limits. Results of the hemogram, 
blood sugar determination, serologic test, urinalysis, and basal 
metabolism test were normal. Roentgenograms of the chest, 
skull, and colon were normal. Roentgenograms of the cervical 
spine showed slight narrowing of the C-5 and C-6, and C-6 and 
C-7 interspaces, with minimal hypertrophic changes. It was 
believed that the patient’s basic problem was an anxiety tension 
state; sedatives and antispasmodics were prescribed. 

The patient returned a month later stating that she felt con- 
siderably better, and she was advised to continue taking the 
medicaments. On July 12, 1954, about six months after her initial 
visit, she returned complaining of recurrent occipital headaches. 
Neurological examination revealed no abnormal findings. Chlor- 
promazine in doses of 25 mg. three times daily was prescribed 
as a substitute for the previous medicaments. Three weeks later 
the patient returned because of rather marked jaundice of one 
week’s duration that was associated with anorexia, nausea, dark 
urine, and light-colored stools. She was admitted to the hospital 
for further study. At that time the findings on physical examina- 
tion were essentially the same as they had been at the time of 
her first admission in February, except that marked jaundice 
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surgery. In the succeeding four weeks, the jaundice ¢ idyaj) 
subsided until, on Oct. 11, the direct bilirubin level was | 4 mg 
per 100 cc. and total 0.9. The cephalin cholesterol anc ‘hymo| 
turbidity flocculation tests continued to be normal throughoy 
this period, and there was only a transient reversa! of the 
albumin-globulin ratio. A needle liver biopsy (fig. 2) that wa 
obtained on Oct. 6 showed marked clearance of the bile stasix 
and again normal hepatic cells. The two-hour urobilinogen op 
Oct. 11 was 6.8 units, indicating that free flow of bile wa 
returning. 

We believe that the course in this case justifies the as. 
sumption that the jaundice was caused by chlorpromazine 
Since this was our first experience with this syndrome. 
we were misled by the preoperative liver function tests 
and by the clinical picture and diagnosed the condition 
as obstructive jaundice, probably due to neoplasm of the 
pancreas. Surgery failed to reveal any obstruction in the 
distal biliary tract. The operative cholangiogram also 
showed no dilatation of the common bile duct and no 
stones, but it did show delayed emptying into the duo- 


Findings in Three Cases of Jaundice Due to Chlorpromazine* 





Serum Serum Protein 
Bilirubin Level, Thymol Level, Alkaline 
Mg. per Turbidity, Gm. per Phosphatase 
10) Ce. Units 100 Ce. Level, 
- > , ver — —* - Units per 
(use Date, 1954 Direct Total 100 Ce. Albumin Globulin 100 Ce 
We 55 seine ae ele ewes knee wemnene 8/ 5 4.4 4.9 4 4.1 3.7 5.7 
8/16 12.7 11.6 as 3.5 3.4 74 
8/26 18.8 14.7 6 3.0 2.9 6.9 
9/ 7 7.6 4.4 } 2.3 3.4 15.3 
9/18 6.2 3.4 a 3.2 3.5 12.0 
9/20 2.7 3.3 mee 3.3 3.4 aes 
9/27 2.2 2.0 ee 4.0 34 12.2 
10/ 4 15 1.4 3 3.3 3.3 10.0 
10/11 14 0.9 3 3.4 3.4 16.6 
PRA R ORK Ha ROME eae Ane Olean 9/ 3 2.54 O.94 » 4.4 3.8 
9/ 9 4.2 165 3.8 
9/13 1.2 0.8 3 4.5 3.5 2.0 
9/16 12 0.3 9.5 4.5 3.8 2.2 
Miwini ao ciel 7/27 2.7 1.3 0.3 4.3 3.2 5.5 

9/10 10.04 5.04 2.0 4.9 3.8 69 
9/21 7.23 6.45 3.0 4.2 3.9 63 





* Cephalin flocculation tests were made on all dates listed, and results were normal in all cases. The prothrombin time was normal in all cases. 


with scattered excoriations caused by the pruritus was present. 
The roentgenogram of the chest was again normal, as were the 
roentgenographic studies of the esophagus, stomach, duodenum, 
and colon. The liver function tests were suggestive of obstructive 
jaundice (table). The total serum cholesterol was 276 mg. per 
100 cc., and the cholesterol ester concentration was 202 mg. 
per 100 cc. The two-hour urine urobilinogen excretion was 
extremely low, 0.09 units. 

Surgical consultation was obtained, and a preoperative diag- 
nosis of carcinoma of the pancreas tentatively was made. At 
operation, on Aug. 13, the gallbladder was found to be collapsed, 
the common bile duct was not dilated, and the liver was small. 
Exploration revealed no evidence of a palpable mass in the 
common duct or in the duodenum. An operative cholangiogram 
confirmed the absence of dilatation of the common duct, but the 
passage of the dye into the duodenum was delayed. A liver 
biopsy (fig. 1) was done, and on microscopic examination 
marked bile stasis with phagocytosis of bile pigment by the 
Kipffer cells was demonstrated. The hepatic cells appeared to 
be normal. Following surgery there was some temporary bleed- 
ing from the wound, and the patient received two blood trans- 
fusions in the immediately postoperative period. She was given 
intensive treatment consisting of a 3,000 calorie high-protein 
diet, orally and parenterally given vitamin B, crude liver extract, 
and corticotropin (ACTH), 40 mg. daily. The jaundice became 
progressively more severe, the bilirubin level reaching the peak 
of 18.8 mg. per 100 cc. direct and 14.7 total two weeks after 


denum. The normal findings on surgical exploration and 
the subsequent course were the bases of the diagnosis 0! 
obstructive-type jaundice caused by chlorpromazine. The 
biopsies and liver function studies showed no evidence 
of damage to the hepatic cells throughout the course o! 
the patient’s illness. 

Case 2.—A 47-year-old white woman was first seen on the 
neurosurgical service on July 29, 1954, because of back pain 
with radiation into the left leg. The symptoms had been present 
since an injury on June 27, 1952; they had varied in severil) 
but had been considerably worse during the few months pre- 
ceding examination. The past history revealed only that the 
patient had had tuberculosis in 1920, which had been treated by 
crush of the phrenic nerve and bed rest. Physical examination 
revealed a well-developed and well-nourished woman. The blood 
pressure was 146/90 mm. Hg. The only abnormal physical 
findings other than those related to the primary complaint wer 
diminished breath sounds at the right lung base, with restricted 
diaphragmatic movements on the right side. The roentgenogra™ 
of the chest showed multiple irregular dense calcification 
throughout both lung fields, with greatest concentration in the 
upper and lower lobes of the right lung. There was no evidence 
of active infection. The right hemidiaphragm was elevated about 
2 cm. higher than the left, and there was blunting at the right 
costophrenic angle. The urinalysis, blood cell counts. blood 
sugar content, and serologic tests were normal. 
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4d ysis of herniated disk was made and operation advised. 
The pai ent was admiited to the hospital on Aug. 10, 1954, and 
, lum laminectomy was successfully carried out. The post- 
operat course was essentially uneventful. There were minor 
complaints of nausea, headache, and nervousness for which she 
vas given chlorpromazine, 50 mg. three times daily. The drug 


ys administered for 19 days; at that time the patient was dis- 
hareed and therapy with drug was discontinued. Four days 
Sept. 1, the patient returned, complaining of nausea, 


alter, 





Le a) Ati 

Fig. 1.—Liver biopsy showing marked bile stasis in patient in case 1 as 
indicated by the bile thrombi in the small biliary radicles (see squares). 
There was no cellular infiltration. 


vomiting, malaise, headache, chills, and fever (100 F) of two 
days’ duration. The findings on physical examination were the 
same as those recorded initially in July, except that there was 
some abdominal tenderness, and the liver edge was sensitive 
slightly below the right costal margin. 

The morning after this second admission the red blood cell 
count was 4,700,000 per cubic millimeter and the hemoglobin 
level was 13 gm. per 100 cc. The white blood cell count was 
7,350 per cubic millimeter, with 42% eosinophils, 23% neutro- 
phils, 31% lymphocytes, and 4% monocytes. A catheterized 
urine specimen was normal except that bile was present. Liver 
function tests that were done the second day after admission 
and subsequently are recorded in the table. In addition the total 
serum cholesterol concentration was 223 mg. per 100 cc., with 
06 mg. per 100 cc. cholesterol esters. Repeated stool examina- 
ions were negative for parasites. The nausea and vomiting per- 
sisted intermittently for three or four days and fluids were 
administered intravenously. On the third and fourth hospital days 
‘lay-colored stools and dark urine were noted. The patient be- 
came clinically jaundiced and complained of generalized pruritus. 
On the 6th hospital day the eosinophilia decreased to 14% 
eosinophils; on the 13th hospital day there were 6% eosinophils. 
The nausea and vomiting subsided, and the patient was placed 
on a high-protein diet, with protein and vitamin supplements. 
Her condition gradually improved, and, on Sept. 17, 17 days 
i mission, she was completely asymptomatic and was 
aiscnar d. 


This patient had what are believed to be typical signs 
and sy»ptoms of jaundice induced by chlorpromazine. 
The m: -ked eosinophilia is an interesting accompaniment 
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that was transitory and subsided prior to the clearing of 
the jaundice. The duration of the illness was brief in 
comparison with that in each of the other two patients, 
although this patient received larger doses of the drug 
for a longer period than did either of the other patients 
There appears to be no relation between the dose of the 
drug and the severity of this complication. Jaundice de 
veloped in all three of our patients between two and three 
weeks after the onset of therapy. 

Cast 3.—A 36-year-old white man had been seen periodically 
since Sept. 4, 1952, for intractable vestibular vertigo, tinnitus, 
and deafness in the left ear. The patient had been repeatedly 
examined in the neurosurgery and otolaryngology departments, 
and a diagnosis of Méniére’s disease with perceptive deafness of 
the left ear had been made; the condition had not responded 
to medical management. Because the patient seemed to obtain 
temporary relief by a left stellate block, a left cervical sympathec 
tomy was done on April 15, 1954. However, improvement was 
only temporary, and the patient was readmitted to the hospital 
on June 22, 1954, for labyrinthotomy on the left ear. The 
operation was performed on June 24, 1954. The day after 
operation the patient was given chlorpromazine, 25 mg. four 
times daily. At the time of discharge, on July 3, the patient was 
taking 10 mg. of chlorpromazine three times daily; this was 
later reduced to 10 mg. two times daily. 

On July 21 the patient returned and reported that the vertigo 
had been well controlled but that about a week previously a 
fever of 101 F had developed for one day; it had been followed 
by malaise, anorexia, nausea, epigastric distress, dark urine, and 
clay-colored stools. The only abnormal physical findings were 





Fig. 2.—Liver biopsy showing normal liver in patient in case 1 after 
subsidence of the jaundice. Bile stasis and thrombi have disappeared. 


icteric scleras and tenderness of the liver edge at the right costal 
margin. Results of liver function studies at that time are recorded 
in the table. Infectious hepatitis was suspected at this time. The 
patient declined hospitalization, but he agreed to follow treat- 
ment, including bed rest at home. He was placed on a high- 
protein, high-caloric diet, with vitamin supplements. He was 
admitted to the hospital on Sept. 9, 1954, because of persistence 
of the jaundice. On admission, physical examination revealed 
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marked icterus of the skin and conjunctiva, with excoriations due 
to the severe pruritus. The liver was 4 cm. below the right costal 
margin and was tender. Liver function tests were done on ad- 
mission, and the findings are recorded in the table. 


The patient was placed on an intensive regimen, including 
dietary measures, parenterally and orally given vitamins, and 
parenterally given testosterone. Three days after admission, on 
Sept. 12, he began to complain of epigastric pain that was re- 
lieved by milk and other foods. Roentgenograms of the upper 
gastrointestinal tract on the following day revealed deformity 
of the duodenal bulb with an ulcer crater. The patient was placed 
on a strict ulcer schedule, with milk or antacids every hour. The 
next day, Sept. 14, he had a large tarry stool and symptoms of 
weakness; the hemoglobin level was 10.6 gm. per 100 cc. (on 
admission it had been 13.6 gm. per 100 cc.). More intensive 
medical management was instituted and his condition improved; 
there were no further ulcer symptoms after Sept. 16. The patient 
was discharged on Sept. 28, 19 days after admission: A strict 
liver and ulcer program was maintained, and when the patient 
was last seen the jaundice was gradually subsiding. The blood 
counts had returned to normal. 


In October, 1954, three months after the onset of 
symptoms, the patient was still jaundiced. In this patient, 
as in the patient in case 1, even after prolonged jaundice 
there is no evidence of hepatocellular damage as meas- 
ured by the flocculation tests and the serum protein levels, 
which we believe rules out infectious hepatitis. Although 
the alkaline phosphatase level became moderately ele- 
vated in the patient in case 1, it was not abnormal in the 
patients in cases 2 or 3. Eosinophilia was noted only in 
the patient in case 2, but it may have been present in each 
of the other patients before blood studies were done. 


COMMENT 

The incidence of jaundice induced by the administra- 
tion of chlorpromazine appears to be low. Lehmann and 
Hanrahan “ reported the complication in 3 of 71 patients; 
Azima and Ogle *® observed it in 5 of 100 patients; and 
Moyer and his associates ** reported it in one of more than 
500 patients. Although in most cases the jaundice ap- 
parently is completely reversible in two to four weeks, in 
some instances the morbidity may be of considerable 
importance. Azima and Ogle reported that one of their 
patients had remained jaundiced after two months and 
another after seven months. One of our patients (case 1) 
is only now on the way to recovery after 12 weeks in the 
hospital; however, the recovery time may have been pro- 
longed by the adverse effect of the surgical procedure on 
hepatic function. Another of our patients (case 3) con- 
tinued to be jaundiced after three months of observation. 
Of even more importance is the pronounced similarity of 
jaundice induced by chlorpromazine to that induced by 
other causes, which in most cases are surgical problems. 
The findings on liver function tests, studies of bilirubin 
circulation, and even liver biopsy (case 1) in patients 
having jaundice caused by chlorpromazine, all are indica- 
tive of biliary obstruction. We know of no tests that dif- 
ferentiate jaundice due to chlorpromazine from obstruc- 
tive or surgical jaundice resulting from such conditions 
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as carcinoma of the pancreas or common duct stone, 4 
history of chlorpromazine therapy and the laboratory 
finding of a transient eosinophilia are the only aids jp 
differentiating the two types of jaundice. It is importa 
to be cognizant of the close similarity between the two 
conditions in the differential diagnosis of apparent sur- 
gical jaundice so that unnecessary laparotomy can be 
avoided, On the other hand, the possibility of surgical 
jaundice developing in a patient who is being treated 
with chlorpromazine also must be considered. 

In the patient in case 1 the histopathological examina- 
tion of the operative biopsy specimen (fig. 1) revealed q 
characteristic example of cholestasis in the biliary canalic. 
uli with no evidence of liver cell damage; the findings on 
biopsy are exactly what would be anticipated from the 
results of the liver function and bilirubin circulation 
studies. The needle liver biopsy specimen (fig. 2) taken 
eight weeks after surgical exploration and after the jaun- 
dice had practically subsided showed marked subsidence 
of the bile stasis and again normal parenchymal cells. 
The hepatocellular liver functions tests also remained 
normal after the prolonged period of jaundice. Previous 
biopsy studies in similar cases ° have shown similar find- 
ings, although in some there have been varying degrees 
of inflammatory cell infiltration. The elevated eosinophil 
count in the peripheral blood, as noted in the patient in 
case 2, has also occurred in a few previous cases.° This 
eosinophilia apparently is transitory, as noted in the 
patient in case 2. 

The mechanism of jaundice induced by chlorpro- 
mazine is entirely within the realm of speculation. The 
delay of two to three weeks prior to the onset of the 
jaundice, along with the occasionally noted eosinophilic 
reaction, might indicate a hypersensitivity or allergic 
reaction; however, the slow response (case 1 ) to steroid, 
corticotropin (ACTH), therapy is evidence against this 
theory. Chlorpromazine jaundice has features similar to 
those reported in some cases of jaundice associated with 
arsphenamine*® and methyltestosterone* therapy. The 
liver biopsy findings are identical to those reported by 
Hanger and Gutman® in jaundice after arsphenamine 
therapy. Eosinophilia also was found in some patients 
with jaundice following arsphenamine and methyltestos- 
terone therapy. 

Since bile in the urine is one of the earlier manifesta- 
tions of the complication, it would probably be of value 
to have the urine checked once or twice weekly for the 
presence of bile while a patient is taking the drug. In this 
respect, however, it should be pointed out that only the 
Hammarsten or Huppert-Nakayama test for bile should 
be used, since other tests react chemically with chlor- 
promazine in the urine and may give false positive results. 
Treatment of this condition, of course, requires immedi- 
ate discontinuation of the drug. The usual therapeutic 
program for liver damage should be instituted, including 
dietary measures, vitamins, and bed rest; even though 
hepatocellular damage is not present in the course 0! 
this type of jaundice, persistent obstruction of bile maj 
eventually result in liver cell damage. Antispasmodics 
and bile salts also might be of value to stimulate {iow of 
bile. 
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gical 
“ated After a period of 14 years, antibiotics still pose prob- 
lems to the clinician, and many of those problems are the 
ina- FB esult of antibiotic-resistant micro-organisms. Of course, 
led a MiMsome of the bacteria and most of the viruses and fungi 
alic- HBhave never been affected by antibiotics. Our attack on 
5 on Mm infections by those organisms consists in the development 
1 the MMof effective antibiotics or other therapeutic agents or by 
ition [MB measures designed to improve the host’s defenses. In this 
aken paper we are concerned with some strains of bacteria 
aun- that are inhibited by a certain antibiotic while other 
ence [iMstrains are not. That this does not include all of the bac- 
ells. teria that commonly cause infections in humans is shown 
ined MM in the table. 
‘ious Infections caused by the organisms in group | usually 
find- im respond promptly to sufficient amounts of the proper anti- 
res Im biotics, and, although resistant forms have been produced 
yphil with difficulty in vitro, these resistant forms have not 
nt in [a been found in patients. According to one report‘ the 
This [Mm gonococcus may be an exception to this rule, but if this 
the fags SO it is a rare occurrence. Infections caused by or- 
ganisms in group 2, on the other hand, often respond 
slowly even to optimal therapy with antibiotics, and in 


onl some cases, such as pulmonary tuberculosis or micro- 
| coccic (staphylococcic) osteomyelitis, patients may im- 
o prove and yet retain the organisms and the infection for 
hilic JM \ears, sothat they never get entirely well. Resistant strains 
“9 of every one of the organisms classed in group 2 have 
‘oid, 


been encountered in patients. Brucellosis, typhoid, and 
this HM some of the rickettsial infections, on the other hand, 
i (0 TM while they usually respond quite promptly to antibiotic 
with therapy, have a tendency to recur. The organism cul- 
The iM tured during the recurrence is still sensitive to the anti- 
1 by HM biotic originally used, and the infection will respond to 
nine J another course of therapy. The paucity of resistant strains 
ents J of the organisms in groups 1 and 3 can be explained, for 
tos- HM the most part, by the fact that the various strains and the 

individual bacterial cells do not differ greatly in their sus- 
sta- ceptibility to the antibiotics employed against them at the 
alue lime when they first come into contact with the antibiotic. 
the In other words, the frequency of the appearance of anti- 
this fae Otic-resistant mutants or the degree of resistance ob- 
the lained by first step mutants is too low to escape the bac- 
suld fag “Ncidal effect of the antibiotic. Hence, there are no re- 


i. sistant strains to survive when the antibiotic suppresses 
alts. the sensitive ones. The most likely explanation of the 
of. relapses caused by group 3 organisms is that in some pa- 


utic lients the organisms are sequestered, often within cells, 
Jing ‘0 that they are protected from the action of the anti- 
ar biotic. After therapy has been discontinued, they pro- 
a literate, enter the circulation, and produce infection. 

nay The problem of antibiotic resistance, therefore, cen- 
jics B'S ON the organisms in group 2, and since infections 
with certain of these organisms are infrequent, the prob- 
lem involves primarily micrococci, tubercle bacilli, and 
certain species of gram-negative bacilli. Within the indi- 


y of 






vidual species itself, some organisms are more likely to 
have resistant variants than others. For instance we * 
found that a greater percentage of the strains of micro- 
cocci in bacteriophage groups 3, 1-3, and 3M were resist- 
ant to penicillin than strains in the other phage groups. 
Observers in England,’ Sweden,‘ Australia,® and else- 
where in the United States * also have found that micro- 
cocci in phage group 3 are more likely to be resistant than 
those in other phage groups. The frequency of the appear- 
ance of resistant strains is also related to the antibiotic 
used. The administration of streptomycin (including dihy- 
drostreptomycin) or of erythromycin is more quickly fol- 
lowed by the appearance of resistant forms than the ad- 
ministration of any other widely used antibiotics. 

Through what mechanism do these resistant forms 
appear? There has been considerable controversy as to 
whether resistant strains appear because a few organisms 
that were originally present in the bacterial population of 
some strains were genetically resistant to the antibiotic 
and these grew out in large numbers as the remainder 
were inhibited by the antibiotic, or whether, in the pres- 
ence of the antibiotic, resistant mutants were allowed to 
survive and encouraged to proliferate. At present, it is 
believed by many that both mechanisms are at work 
whenever large numbers of resistant organisms make 
their appearance. 


APPEARANCE OF RESISTANT STRAINS 

In the present discussion we are primarily concerned 
with the appearance of resistant strains in humans. This 
may take place in a given patient who is under treatment 
with an antibiotic. An organism that is originally sen- 
sitive may become resistant. One of us reported with 
Hirsh and O’Neil ‘ that a strain of alpha streptococci in- 
creased more than one-thousand-fold in resistance against 
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penicillin during the six weeks that the patient was under 
treatment with penicillin for endocarditis. This phenom- 
enon is rarely observed however, partly because it can 
be documénted only when the infection hds been well 
sealed off from the outside world so that another resistant 
strain could not have entered while the patient was under 
treatment, but principally because most infections are in 
areas where other bacteria are present. The alternate 


Propensity of Micro-Organisms to Develop Resistant Strains 


Frequency of 
Appearance of 
Rapidity of Resistant 
Response to Strains in 
Proper Antibiotie Patients During 
Group Miero-Organisms Treatment Treatment 
1 Pneumococcus Rapid Seldom, if ever 


Meningococcus 

seta hemolytic strepto- 
eocei (excluding 

group D streptococci) 
Gonococeus 


Shigella 
Hemophilus influenzae 
2 Alpha and gamma Occasionally rapid, Otten 
streptococei Usually slow or 
Coliforms incomplete 


Proteus 

Pseudomonas 
Microcoecus (Staphylo- 
coceus) 
Mycobacterium tuber- 
culosis 


3 Brucella Rapid; frequently Seldom, if ever 
Salmonella typhi followed by re- 
Rickettsia lapse 


phenomenon is therefore much commoner, namely, or- 
ganisms that were originally present in small numbers 
or that were implanted from outside sources in small 
numbers overgrow the predominant organism, because 
the latter is susceptible to the antibiotic while those that 
replace it are not. Every physician can cite examples from 
his practice: urinary infections in which a Proteus re- 
places Escherichia coli while the patient is receiving 
one of the tetracyclines; pneumococcic pneumonia, from 
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Fig. 1.—Percentage of erythromycin-resistant micrococci cultured from 
the upper respiratory tracts of patients and personnel of a hospital, from 
October, 1952, to May, 1954 (three-month moving averages). 


which the patient improves as the pneumococci are 
brought under control with penicillin only to relapse as 
one of the gram-negative rods multiplies sufficiently to 
continue the infection; bronchiectasis, in which the flora 
shift back and forth as the physician changes the therapy 
from one antibiotic to another; or perhaps the most dra- 
matic of all, micrococcic dysentery, appearing in the 
course of the treatment of some remote infection, as most 
of the micro-organisms in the intestine are suppressed by 


the use of one of the antibiotics, and the Micrococg; 
which are resistant to the antibiotic that is being admin. 
istered, are allowed to grow out in unprecedented num- 
bers. 

A second group of problems occur as a result of the 
spread of resistant organisms from patients under treay. 
ment to other persons. Although the spread may be direc 
from the patient, more often it occurs through carriers 
as intermediaries. We have studied the transmission of 
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Fig. 2.—Percentage of penicillin-resistant micrococci cultured from the 
upper respiratory tracts of patients and personnel of a hospital, from 
October, 1952, to May, 1954 (three-month moving averages). 


micrococci in patients and personnel in the Municipal 
Contagious Disease Hospital of Chicago for the past 
several years. The relationship of carriers to the spread 
of these organisms is most clearly shown in the case 
of erythromycin (fig. 1). When erythromycin was intro- 
duced at the hospital in September, 1952, erythromy- 
cin-resistant micrococci were not found in the upper 
respiratory tracts of patients on admission nor of the 
personnel of the hospital. Within a month, erythromycin- 
resistant strains appeared in the attendants. The per- 
centage of micrococci that were erythromycin-resistant 
rose rapidly, reaching a peak in January after only four 
months’ use. Although the percentage of resistant strains 
began to fall immediately after the administration of 
erythromycin at the hospital was discontinued, the de- 
cline was gradual, and one-fifth of the micrococci were 
still resistant 17 months later. A small percentage of 
strains of micrococci in the upper respiratory tracts of 
patients on admission were erythromycin-resistant from 
February through November, 1953. The appearance of 
these organisms presumably coincided with the use o! 
large amounts of erythromycin in the community. As the 
general use of the antibiotic diminished, resistant strains 
disappeared from the noses and throats of incoming pa- 
tients. The most striking phenomenon was the almost 
complete correspondence at each testing period of the 
percentage of erythromycin-resistant strains in the hos- 
pital personnel and in the patients at the time of discharg¢ 
from the hospital. 

When we investigated penicillin-resistant micrococci 
(fig. 2) we found that the problem was complicated by 
the large number of penicillin-resistant micrococci in the 
upper respiratory tracts of patients on admission. Ther 
was an irregular but definite increase in the proportion o! 
resistant micrococci among incoming patients during the 
20 month period of observation. The percentage of resist 
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ant strains among the personnel increased also but re- 
mained at a higher level than in the incoming patients, 
while the percentage of resistant micrococci among the 
patients at the time of discharge was about the same as 
that found among the hospital personnel. That the hos- 
pital personnel transmitted these resistant strains to the 
patients was shown quite conclusively by phage typing.” 
In some instances these strains were subsequently trans- 
mitted to household contacts after the patient was dis- 
charged.* A graphic representation of what happened to 
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Fig. 3.—Percentage of penicillin-resistant micrococci cultured from the 
upper respiratory tracts of patients, hospital attendants, and household 


contacts 


the micrococci in our patients is shown in figure 3. At the 
time these figures were collected, 51% of the micrococci 
cultured from the upper respiratory tracts of incoming pa- 
tients were resistant to penicillin, while 85% of the 
micrococci cultured from the noses and throats of hos- 
pital personnel were resistant. After the patients had been 
in contact with this environment and were about to be 
discharged from the hospital, 88% of the micrococci 
cultured were penicillin-resistant. Only 32% of the micro- 
cocci cultured from the upper respiratory tracts of house- 
hold contacts on the day of the patient’s discharge were 
penicillin-resistant, and, as a result of this, after the 
patients had been at home for seven weeks or longer only 
31% of the micrococci obtained from them were resist- 
ant. Data obtained for micrococci resistant to chlortetra- 
cycline were comparable (fig. 4). 


MANAGEMENT OF PATIENTS 


Now that so much is known about the circumstances 
under which antibiotic-resistant organisms appear and 
spread, we are naturally desirous of applying this knowl- 
edge to the management of patients. Let us suppose that 
a patient is suffering from an infection that is likely to be 
fatal unless antibiotics are effective. In such a case the 
physician ought to search for an antibiotic or combina- 
tion of antibiotics that will overcome the infection, if one 
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can possibly be found, using the less toxic antibiotics 
first but not hesitating to use a potentially toxic one if 
necessary. While the laboratory tests are being made, 
the patient with a serious micrococcic infection may be 
treated with a combination of chloramphenicol and ery- 
thromycin, since at the present time a smaller number 
of strains are resistant to these antibiotics than to any of 
the others. Endocarditis caused by alpha or gamma strep- 
tococci in patients who have a history of poor response 
to or of relapse after previous antibiotic therapy may be 
treated by a combination of penicillin and streptomycin. 
In the same circumstances infections with coliforms may 
be treated with one of the tetracyclines, Pseudomonas 
infections with polymyxin, and Proteus infections with 
one of the tetracyclines, penicillin, or chloramphenicol. 
We should like to stress that this applies to serious infec- 
tions only. Milder infections caused by organisms in- 
cluded in group 2 in the table should usually be left 
untreated until sensitivity tests have been made and de- 
finitive treatment agreed on. 

While physicians will continue to see a certain number 
of patients with serious acute infections of the kind we 
have just described, such infections do not represent the 
great bulk of the problem. It appears that the plagues of 
the future will be the chronic infections of the respiratory 
tract, the urinary tract, the intestinal tract, and the skin. 
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Fig. 4.—Percentage of chlortetracycline-resistant micrococci cultured from 
the upper respiratory tracts of patients, hospital attendants, and household 
contacts. 











These are usually mixed infections and are perpetuated 
by physiological and anatomic defects in the host. Anti- 
biotic treatment, here even more than elsewhere, must 
fit into the entire scheme of management. If we fail to 
heed this rule, antibiotics cannot do more than provide 
temporary help. In the case of pyelonephritis, for instance, 
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the most effective antibiotic or combination of antibiotics 
should be used to prepare the patient and carry him 
through the period necessary for the correction of an 
anatomic or physiological defect. The agent should be 
given in adequate dose and for a period of time beyond the 
disappearance of symptoms in order to eliminate foci of 
infection. If no antibiotic or combination of antibiotics 
will sterilize the urine temporarily, we believe it is best 
to use the regimen that is most nearly effective, with the 
object of suppressing the infection while the anatomic 
defect is attacked. 

A patient with bronchiectasis that is amenable to 
surgery should be treated in the same way, but those 
whose bronchiectasis is too far advanced belong in an- 
other category. Large doses of antibiotics administered to 
such patients will merely result in a change in flora, and 
sometimes the new flora will be more harmful than the 
original. Consequently, either no antibiotics should be 
used in such cases, except therapeutic doses for short 
periods during acute exacerbations, or small suppressive 
doses of one of the tetracyclines may be tried, as advo- 
cated by McVay and Sprunt." These will prevent implan- 
tation of pathogens, such as group A streptococci, pneu- 
mococcus, or Hemophilus influenzae, whereas the dose 
is not sufficient to reduce the flora materially and thus 
produce overgrowth of resistant bacteria. 

As has been mentioned, however, patients who harbor 
antibiotic-resistant organisms in anatomic lesions do not 
represent the whole problem or even a major part of it. 
The source of the infections is from healthy carriers. 
These carriers of resistant micrococci tend to persist in 
a given population and diminish gradually in numbers 
over months or years if the population is not exposed to 
the antibiotic during that period, as we have shown in 
the case of erythromycin. We have tried various ways of 
eliminating resistant bacteria from the upper respiratory 
tracts of carriers with no more success than has accom- 
panied similar efforts to eliminate the carrier state in the 
case of typhoid or diphtheria bacilli. Since we know of 
no measures that will get rid of carrier strains, it is in- 
cumbent on us to prevent their appearance and to prevent 
their spread after they have appeared. As mentioned 
before, antibiotic-resistant strains emerge more rapidly 
when antibiotics are used, especially certain of the anti- 
biotics; also, resistant forms of certain species of bacteria 
are more likely to appear than resistant forms of other 
species. It is important therefore, that we be especially 
careful when these antibiotics are being used or when the 
organisms present in the patients who are being treated 
are likely to develop resistant strains. Resistant strains 
emerge more slowly when combinations of drugs are used, 
as in tuberculosis. The use of combinations of antibiotics 
however, has only limited application. We '® found that 
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micrococei did not persist in the upper respiratory tracts 
of patients treated simultaneously with penicillin anq 
chlortetracycline so frequently as in the respiratory 
tracts of patients treated with either drug alone. But in 
a small percentage of these patients micrococci persisted 
throughout treatment, and those that remained were 
highly resistant to both antibiotics. Thus, with the pas- 
sage of time this nidus of strains having multiple drug 
resistances could become predominant. 

The best way to prevent the emergence of resistant 
strains is by rapid termination of the infection and the 
optimum correction of anatomic defects. Every effort 
should be made, therefore, to use the most effective drug 
or combination of drugs, so that these, plus the physician’s 
skill and the host’s own immunity, will bring about re- 
covery before resistant organisms appear in the patient 
or implant from the outside. Once resistant organisms are 
present, their spread is increased by the intimacy and fre- 
quency of contacts and the number of carriers exposed 
to the susceptible host, the patient. On the contrary, 
spread is decreased or prevented by proper isolation 
techniques, especially regarding hands and the respiratory 
tract, and by limiting the number of personnel attending 
each patient. At a time when the rapid termination by 
antibiotic therapy of such infections as scarlet fever and 
pneumococcic pneumonia seems to minimize the neces- 
sity of isolation techniques, it is well to remember that the 
application of these techniques to patients and hospital 
attendants who may harbor antibiotic-resistant bacteria 
is more important than ever. Spread of resistant organ- 
isms does not occur when only persons who are rela- 
tively immune to the bacteria in question have access to 
the patient. Tuberculosis is an excellent example of an 
infection in which spread of resistant organisms can be 
prevented by this mechanism. 


SUMMARY AND CONCLUSIONS 


The methods that we have outlined for the control of 
antibiotic-resistant organisms may seem unduly complex, 
and the questions may be asked “Is all this necessary? Is 
bacterial resistance to antibiotics such an important prob- 
lem after all?” While we do not subscribe to the school 
of thought that pictures a day in the not too distant future 
when mankind will be overrun by a plague of antibiotic 
resistant organisms, nevertheless certain developments 
give us cause for thought. Spink '' has reported that the 
case fatality rate for micrococcic septicemia before the 
advent of the sulfonamides was over 80% and that it 
was slightly less than this during the sulfonamide era. 
In the years 1942 to 1944, just after penicillin was intro- 
duced, the fatality rate for this condition fell to 28%. 
In recent years it has risen again to 50%, owing to the 
fact that many of the micrococci that were responsible 
for these infections were resistant to all of the available 
antibiotics. A parallel observation was made by Pris- 
sick '* on the incidence of fatal cases of micrococcic pneu- 
monia at the Children’s Memorial Hospital of Montreal. 
She reported that micrococcic pneumonia was present 
in 2.8% of the patients coming to autopsy in that hos- 
pital in 1942 and in none in 1944. From 1945 on the 
percentage of patients with micrococcic pneumonia com- 
ing to autopsy rose progressively until it reached 11.9“ 
in 1951 and 8.4% during the first 11 months of 1952. 
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Howe * observed a progressive increase in the fre- 
quency of wound infections following “clean” operations 
from 1.09% in 1949 to 3.98% in 1953. In his opinion, 
this might be explained by the higher carrier rate for 
penicillin-resistant micrococci that has been found in 
hospitals in recent years. According to this explanation, 
these micrococci displaced other organisms that were 
less hardy and less virulent for the human host. While 
Jackson and his associates ** have found that the number 
of patients with chronic pyelonephritis coming to autopsy 
has decreased during the antibiotic era, those urinary 
infections that we do see today are particularly recalci- 
trant, and the presence of antibiotic-resistant bacteria 
makes it impossible to eradicate most of them. Further- 
more, although Cummings and Livings ** reported that 
only 2.6% of strains of tubercle bacilli from patients who 
had had no previous streptomycin therapy were resistant 
to the drug, there is reason to believe that the proportion 
of such strains will increase as more tubercle bacilli are 
disseminated from patients who have been under treat- 
ment with streptomycin. 
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The conclusion is inescapable that antibiotic-resistant 
micro-organisms will remain an important problem in the 
control of infections and will probably become a prob- 
lem of increasing gravity. This problem can be combated 
only for a while by discovering new antibiotics; sooner 
or later there will be an end to this. The only alternative, 
and certainly the reasonable solution, is to pay increasing 
attention to the host, his protective mechanisms, and his 
environment. In the field of infectious diseases the patient 
has come to be neglected as we have concentrated on the 
parasite. The obvious defects of antibiotic therapy, among 
the most important of which is the phenomenon of bac- 
terial resistance to antibiotics, should make us focus again 
on the central figure, the patient, the place where we 
should have focused all along. 


840 S. Wood St. (12) (Dr. Dowling). 


14. Jackson, G. G.; Dallenbach, F. D., and Kipnis, G. P.: Pyelonephritis 
Correlation of Clinical and Pathologic Observations in the Antibiotic Era, 
M. Clin. North America, to be published. 

15. Cummings, M. M., and Livings, D. G.: The Prevalence of Strepto- 
mycin-Resistant Tubercle Bacilli Among 5,526 Patients Admitted Con 
secutively to Hospitals, Am. Rev. Tuberc. 70: 637-640 (Oct.) 1954 





UNALTERED PENICILLIN SUSCEPTIBILITY OF STREPTOCOCCI 


STUDY OF ALPHA HEMOLYTIC STREPTOCOCCI CAUSING ENDOCARDITIS, 1944 TO .1954 


Carl A. Berntsen Jr.,M.D., New York 


Members of the alpha hemolytic (viridans) group of 
streptococci, hereinafter referred to as alpha strepto- 
cocci, are the commonest cause of subacute bacterial 
endocarditis and are also normal inhabitants of the hu- 
man throat and gastrointestinal tract. Consequently, 
they are inevitably exposed to penicillin each time it is 
used in the treatment of any infection. It would seem, 
therefore, that, irrespective of the mechanisms involved, 
conditions favorable to the emergence of drug-resistant 
strains of alpha streptococci have been continuously op- 
erative for the past decade. In fact, the tentative accept- 
ance of the idea that alpha streptococci have become 
less susceptible to penicillin is responsible in part for the 
present practice of using large doses of penicillin in the 
treatment of bacterial endocarditis. Indeed, the appar- 
ently widespread loss of effectiveness of penicillin with 
respect to the micrococci has presented the grave ques- 
tion of whether this drug is losing its effectiveness in 
other infections. If it could be demonstrated that the 
penicillin susceptibility of other microbial species re- 
mains unaltered despite frequent exposure to this drug, 
this would suggest that the increased prevalence of peni- 
cillin resistance in micrococci is a condition unique to 
those microbial species. For these reasons it was thought 
to be worth while to investigate the penicillin suscepti- 
bilities of strains of alpha streptococci isolated from pa- 
tients with endocarditis during the past 10 years. 


MATERIALS AND METHODS 
Twenty-six strains of alpha streptococci isolated from 
patients with endocarditis between January, 1944, and 
Jan. 1, 1947, had been maintained in the lyophilized 
State and were available for reexamination. Eleven addi- 





tional strains had been isolated and tested for penicillin 
susceptibility during the same period, but the strains had 
not been preserved. The total material consisted, there- 
fore, of the recorded values of penicillin susceptibility 
of the entire group of 37 strains and both the recorded 
and the currently redetermined values of penicillin 
susceptibility of 26 strains. Enterococcic streptococci 
(Lancefield group D) have been excluded from this 
study, for strains of this group were originally resistant 
to penicillin and their susceptibility has not increased 
significantly. 

The opportunity to retest at this time such a large pro- 
portion of the strains originally tested early in the decade 
served as a check on the comparabilities of the techniques 
used for testing throughout the different time periods. 
The comparabilities of the techniques were established. 
Because the techniques originally used in arriving at the 
minimal inhibitory concentrations of post-1947 strains 
were proved satisfactory by present standards, and be- 
cause it appeared desirable to examine all available and 
valid data, 68 additional strains of alpha streptococci 
isolated from patients with endocarditis from January, 
1947, to January, 1954, were included in the study. In 
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this group, as with the pre-1947 isolates, values of peni- 
cillin susceptibility determined directly after isolation 
were available. In addition, although many more strains 
have been maintained in the lyophilized state, penicillin 
susceptibilities of 22 selected, recently isolated strains 
were determined at the same time the strains comprising 
the first group were reexamined. 


TABLe 1.—Penicillin Susceptibility at Time of Isolation of 
Alpha Hemolytic Streptococci 


Minimal Inhibitory 
Concentration of 
Penicillin, Units 
per MI. 


No. of —— Sa 





Year Strains Average Range 
Ed iariddtan aa toee re mente 5 0.04 0.01-0.40 
1945... sabia a ; 15 0.07 0.02-0.10 
1946.. alee 17 0.07 0.02-0.17 
ne a 9 0.10 0.04-0.17 
1948 ethan eeelantnaineash én 13 0.06 0.02-0.16 
Denes: oe TEE ae 11 0.11 0.02-0.31 
3000... peices wanes . s 0.12 0.05-0.16 
GA co ckacwurediechass ~ 0.13 0.05-0.40 
A ne ee ll 0.14 0.05-0.40 
Gd avinwilves nce aaa s 0.07 0.02-0.90 


2 Se eee 105 


All 105 strains of alpha streptococci were originally 
isolated from the blood of patients with subacute bac- 
terial endocarditis at the New York Hospital-Cornell 
Medical Center, The distribution of the strains by time 
period and the numbers available for retesting are shown 
in table 1. All of these strains have been classified accord- 
ing to characteristics of hemolysis, growth, and metab- 
olism. The tests of penicillin susceptibility were made by 
conventional serial twofold dilution technique in beef 
heart, 1% Neopeptone (an enzymatic protein digest) 
infusion broth with 0.5% sodium chloride and enriched 
with 2% defibrinated rabbit blood. 


OBSERVATIONS 
It was reasoned that if a change in penicillin suscep- 
tibility of alpha streptococci had occured it would prob- 
ably not have become evident before 1947, inasmuch as 


TABLE 2.—Relation of Minimal Inhibitory Concentration of 
Penicillin on Reexamination of Alpha Streptococci to 
Concentration at Original Isolation 


No. of 
Change in Concentration Strains 
Decrease 
I Oa aa cy pmncdinn Seana ee Sade bud 2 
WUOROIG, 6 acaccics P pitesnemdits etenwianald 6 
SRE I ee ee ae OE mn Pe ee oe oe a Ea e8 
Inerease 
, RRR ce ere PT ee PO er & 
POUPTON.. ci ccccicces 


Ne staeeaasa ee atOL He Vadineceouate haseet 18 


penicillin-resistant micrococci did not become conspicu- 
ous until that time. Accordingly, the comparisons in the 
present study were made in terms of two time periods, 
Jan. 1, 1944, to Dec. 31, 1946, and Jan. 1, 1947, to 
Dec. 31, 1953. Two types of comparison of the penicillin 
susceptibilities at the two time periods were made: (1) 
the drug susceptibilities of the 1944 to 1947 strains were 
compared with those isolated in 1947 to 1954, and (2) 
drug susceptibilities of the reconstituted lyophilized 
strains were compared with the original susceptibilities. 


As may be seen in table 1, the average values fo, 
penicillin susceptibility of the strains isolated during the 
more recent time period showed no significant differ. 
ences: from the values originally recorded for the 1944. 
1947 period. The extremes of the inhibitory concentra. 
tions were within one tube dilution of the extremes 0),0| 
to 0.4 unit of penicillin per milliliter. The penicillin sys. 
ceptibilities obtained on recent retesting of these two 
groups of micro-organisms all were within the same 
range. In table 2 may be seen the direction and quantity 
of change in the penicillin susceptibilities of the 48 
strains, isolated at various times from 1944 to 1953. 
that were retested for penicillin susceptibility in 1954, 
A comparison of the values obtained at the time of actual 
isolation to the values obtained on retesting in 1954 
showed good agreement, indicating that any changes in 
the techniques throughout the decade had not signif- 
icantly altered the comparability of penicillin-suscep- 
tibility data at the various time periods. 















































1944-1946 1947 - 1953 
26 STRAINS 68 STRAINS 
80-4 
7) 
< 
= 
e 
o 
ew 
°o 
se 40- 
20- 
0.02-0.1 0.11-0.8 0.02-0.1 0.11-0.8 


MINIMAL INHIBITORY CONCENTRATION OF PENICILLIN 
Units per MI. 


Percentage distribution by penicillin sensitivity of all strains of alpha 
Streptococci isolated from bacteremic patients, 


It should be noted that there were minor differences 
between the originally recorded values and the 1954 val- 
ues of 17 of the 26 strains isolated prior to 1947; for 
example, inhibitory concentrations of 0.01, 0.04, 0.05, 
and 0.08 unit of penicillin per milliliter on reexamina- 
tion became 0.025 (2 strains), 0.05 (4 strains), 0.1 
(8 strains), 0.2 (1 strain), 0.4 (1 strain), and 0.8 (1 
strain). In every instance these changes were small, 
and probably they are in part explained by elective and 
minor changes in the standard and nature of penicillin 
preparations used in the tests. There has been no signil- 
icant change in the minimal inhibitory concentration of 
penicillin as evidenced by comparison of the standard 
deviations of the arithmetic means of inhibitory concen- 
trations of this drug on the organisms isolated in these 
two periods. 

A graphic demonstration of the almost identical pen!- 
cillin susceptibilities of these two groups may be seen in 
the figure. All strains were inhibited by 0.8 unit of 
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penicillin per milliliter or (usually) by smaller amounts. 
On recent examination 19 (77%) of the 26 pre-1947 
strains were inhibited by 0.1 unit of penicillin or less per 
milliliter; of the 69 post-1947 strains 50 (72%) were 
likewise inhibited by this concentration at the time of 
isolation. A comparison of 26 of the latter strains most 
recently recovered with the 26 pre-1947 strains revealed 
an identical percentage distribution with respect to peni- 
cillin susceptibility. If charted, these values would be 
almost identical to those already represented in the figure. 

Survival Studies.—In addition to studying their peni- 
cillin susceptibilities, it seemed desirable to use more 
exacting methods to examine the behavior of alpha strep- 
tococci during exposure to penicillin. It is well recognized 
that most strains of alpha streptococci are inhibited by 
identical concentrations of penicillin. Nevertheless, re- 
cent work in this laboratory has indicated that strains 
of these streptococci with the same penicillin suscepti- 
bilities as determined by conventional testing methods 
actually vary widely in their capacity to survive during 
prolonged exposure to the drug. The methods by which 
this varied behavior can be demonstrated are to be pub- 
lished elsewhere in detail. In brief, the procedure con- 
sists of suspension of ‘a number of similar populations 
of bacteria within tubes of medium that is capable of 
supporting bacterial growth except for the presence of 
penicillin. By simple procedures it is possible to separate 
these bacteria from the drug-containing medium and to 
resuspend the survivors in freshly prepared drug and 
medium for eventual population counts. Enumeration 
of these surviving bacteria is accomplished by their re- 
moval to drug-free serial dilution plates in which, after 
formation of colonies, the survivors may be counted. It 
is thus possible to follow the bactericidal activity of drugs 
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on similar bacterial populations of identical size for as 
long as nine days. Four strains of alpha Streptococcus 
recovered in 1944 and 12 strains recovered subsequent 
to 1951 were examined for capacity to survive during 
nine days’ exposure to 2 units of penicillin per milliliter. 
No significant difference was found between the 1944 
strains and the post-1951 strains with respect to ability 
to survive penicillin. It is to be emphasized that te 
minimal inhibitory concentrations for all of these strains 
were essentially the same. Nevertheless, individual 
strains within each of these two groups were strikingly 
different with respect to their viability after nine days’ 
continuous exposure to penicillin. The original size of 
the populations was in excess of 10° cells. After expo- 
sure to penicillin, nine strains were completely or almost 
completely sterilized. In the seven remaining strains, 
populations in excess of 10° persisted after nine days of 
penicillin exposure. The explanation of this phenomenon 
is not yet apparent, but it is clear that it was operative 
with the 1944 strains to the same extent as with the 
strains isolated subsequent to 1951. 


SUMMARY AND CONCLUSIONS 

From 1944 to 1954 there has been no significant 
change in the penicillin susceptibility of alpha hemolytic 
(viridans) streptococci isolated from patients with bac- 
teremia and bacterial endocarditis. The absence of 
change in such a ubiquitous organism as the alpha Strep- 
tococcus emphasizes that the problem of the increased 
prevalence of penicillin-resistant micrococci does not 
necessarily represent a phenomenon with general appli- 
cation to all penicillin-susceptible microbial species. 

1300 York Ave. (21). 





SUBMUCOUS RESECTION OF NASAL SEPTUM IN CHILDREN 


Manuel R. Wexler, M.D., Los Angeles 


Deviation of the nasal septum in children is often the 
underlying cause of many prolonged and sometimes 
perplexing problems relating to nasal discharge and con- 
gestion. I am sure that most physicians have had oc- 
casion to examine young adults who have severe devia- 
tions of the nasal septum with obstruction. Many have 
an additional history of sinus disease, and they state 
that this condition has been present since early child- 
hood, but they had been told that nothing could be done 
about it until they had reached their full growth or until 
they were 17 or 18 years old. Many surgeons were and 
still are reluctant to operate on young children for fear 
of interfering with normal growth of the nose. Retarda- 
tion of normal growth of the nose is probably due to 
trauma incurred at the time of the original injury and 
will not be further affected if careful surgical techniques 
how being taught in resident training programs and in 
postgraduate courses are employed. 

The diagnosis of nasal obstruction due to a deviation 
of the septum is often delayed until the child has reached 
the age of 6 or more. This is due to the presence of 
hypertrophy of the tonsils and adenoids or to nasal 


allergy that could be superimposed on the underlying 
cause of the nasal obstruction. It is after the tonsillec- 
tomy and adenoidectomy has been performed, and the 
nasal allergy has been treated for a long period of time 
without improvement in breathing, that further exami- 
nation is requested. Occasionally the child’s mother may 
observe that there is a change in the external contour of 
the nose, and examination then reveals that a deviated 
septum is responsible for the deformity; therefore, it is 
important that a careful examination of the nose be 
made prior to tonsillectomy and adenoidectomy in all 
children, particularly when nasal obstruction, with re- 
sultant mouth breathing, is one of the outstanding symp- 
toms. 
INDICATION FOR RESECTION 

Nasal Obstruction.—Deviation of the nasal septum 
sufficient to cause nasal obstruction is usually due to 
trauma incurred at birth or in early childhood. I have 
had no personal experience with dislocations of the nasal 





Read before the Section on Laryngology, Otology and Rhinology at 
the 103rd Annual Meeting of the American Medical Association, San 
Francisco, June 23, 1954. 
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septum in the newborn infant, but it seems quite logical 
that they should occur, particularly in a long, difficult 
delivery. This condition has been described in the lit- 
erature, and on questioning several pediatricians I have 
found that they have all seen at least one or two cases. 
When the condition is present, the nose is markedly dis- 
placed to the side and the diagnosis is quite evident. 
Simple manipulation with the fingers or a small instru- 
ment usually allows the septum to slip back into its nor- 
mal midline position. In older children who have in- 
curred a severe blow to the nose, the septum is often 
displaced. If the displacement encroaches on the airway 
sufficiently to interfere with adequate nasal respiration, 
surgical intervention becomes necessary for its correc- 
tion. 


Chronic Sinusitis —Chronic sinusitis in children is 
often difficult to control. Many factors may be present 
that contribute to the development of this condition. 
Nasal allergy, recurrent upper respiratory infections, 
constitutional inferiority, intranasal growth, and foreign 
bodies in the nose all must be considered. When a devi- 
ation of the nasal septum is sufficient to interfere with 
drainage and ventilation of the nasal cavity and sinuses, 
removal of the obstructing portion of the septum will 
often play an important role in the successful manage- 
ment of these cases. 


Epistaxis—One is frequently called on to treat severe 
recurrent epistaxis in children. Occasionally one may see 
a case in which the bleeding point is over a septal devi- 
ation or a sharp spur of the septum near the floor of the 
nose. The membrane is replaced by scar tissue rather than 
normal mucosa. Patients in these cases have had repeated 
cautery before the rhinologist is consulted. On examina- 
tion it is quite obvious that the membrane is stretched 
over a spur or defiection of the septum. These septal de- 
formities allow air currents to cause drying of the mem- 
brane, with subsequent crust formation. Stretching of 
the membrane in these areas prevents retraction of the 
vessel when it is torn. Blowing or picking the crust away 
often tears the blood vessel and bleeding recurs. Sur- 
gical removal of that portion of the septal cartilage or 
vomer, whichever may be responsible for the spur forma- 
tion, will remove the focus, thereby largely eliminating 
the possibility of crust formation and epistaxis. 

Nasal Deformity—It is my opinion that nasal 
deformities that result from dislocation of the nasal 
septum can largely be prevented if measures are 
taken to correct the deformity immediately or as 
soon after the injury as possible. When one is 
called on to treat a recent severe nasal injury in a child, 
it is often difficult to determine whether a fracture is 
present or not. X-ray examination of the nasal bones in 
children is often disappointing because of their size and 
because of the difficulty in positioning the head so that 
the nasal bones may be projected onto the film. How- 
ever, one can often determine the presence of a fracture 
clinically by palpation or by inspection when the bony 
vault is displaced. Anterior rhinoscopy will disclose any 
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serious deflection of the nasal septum, and, when defiee- 
tion is present, an attempt to reposition the cartilage 
should be made. 

It has been my policy to hospitalize these children, and 
under general anesthesia an attempt is made to reduce by 
manipulation the bony deformities of the nose as well 
as the septum. When the septum does not lend itself to re- 
duction by this method, a submucous approach is then 
carried out. The site of the fracture and dislocation js 
easily visualized, and replacement of the septum in its 
proper position can easily be carried out. Many of the 
deformities of the tip that later cause the patient to seek 
rhinoplastic surgery are a result of such injuries, for as 
the misplaced cartilage grows it carries the soft structures 
with it. This results in serious deformities of the tip of 
the nose. 

OPERATION 

General anesthesia with intubation is used for opera- 
tion in all cases, plus local infiltration of 1.5% monocaine 
hydrochloride, with epinephrine (Adrenalin) 1:30,000 
for hemostasis. There are many procedures advocated for 
the correction of septal deformities, all of which may be 
used under certain circumstances. The classical Killian 
operation for posterior deformities is still a useful pro- 
cedure. Metzenbaum’s ' procedure for handling the caudal 
dislocations is still used with certain modifications. How- 
ever, I am inclined to believe that everyone doing this 
type of surgery will develop their own particular method 
of handling the problems as they present themselves. 

I have found it most convenient to operate in the left 
nostril. A hemitransfixion is done and the caudal edge 
of the septum brought into the incision. A sliver of carti- 
lage is then removed from the edge of the septum, expos- 
ing the perichondrium. Elevation of the mucoperichon- 
drium can then easily be done and is carried out on the 
left side only. The entire septum is then visualized, and 
the portion of the septum that is deviated or is responsible 
for obstruction of the nasal passage is located. The carti- 
lage is incised just in front of (caudal to) the deflection, 
and elevation of the opposite mucoperichondrium is car- 
ried out in that portion only. The cartilage, or when nec- 
essary the bony portion of the septum, is then removed. 
I replace pieces of straight cartilage between the flaps, 
when indicated, and suture them into place. The elevated 
mucous membrane on the left side is sutured to the carti- 
lage caudally, and the incision is closed by interrupted 
sutures with absorbable surgical suture 0000. 

If there has been no tear in the membranous flap dur- 
ing the procedure, a stab incision along the floor of the 
left membranous flap is made for drainage. Two fingers 
of a rubber glove are then used; one finger is placed in 
each nare, and the fingers are then packed with petro- 
latum impregnated gauze. This procedure provides access 
to the entire septum and is particularly useful in han- 
dling caudal deflections of the septum; with little ad- 
ditional dissection the nasal bones and the upper and 
lower lateral cartilages can be examined and treated 
when indicated. Impacted depressed fragments of the 
nasal bones can be uncovered, disengaged, and elevated 
into their normal position with considerable ease because 
of the excellent exposure and accessibility provided. 
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To emphasize the fact that only those portions of the 
nasal septum that are responsible for the presenting con- 
dition are removed, I like to refer to this operation as a 
glective submucous resection. Rhinologists who have 
had training in rhinoplastic surgery, even though they 
have not continued with rhinoplastic surgery as such, 
have remarked that the training they receive in this 
type of surgery has helped them considerably in treating 
nasal injuries, particularly fractures and difficult septal 


problems. 


COLORADO TICK FEVER—EKLUND ET AL. 335 


CONCLUSIONS 
Indications for surgical correction of the deviated 
nasal septum in children are nasal obstruction, chronic 
sinusitis, epistaxis, and deformity of nose and septum 
after severe trauma. In cases of severe injury to the nose 
preparation should be made for an open reduction of the 
nasal septum. Selective submucous resection of the nasal 

septum is the procedure of choice. 


6351 Wilshire Blvd. (48). 





DISTRIBUTION OF COLORADO TICK FEVER AND VIRUS-CARRYING TICKS 


Carl M. Eklund, M.D., Glen M. Kohls, M.S. 


James M. Brennan, Ph.D., Hamilton, Mont. 


Colorado tick fever is the only tick-transmitted virus 
disease of man that is recognized in the Western Hemi- 
sphere. Little is known of its geographical distribution 
or the distribution of virus-carrying ticks. Knowledge 
of this disease is derived almost solely from work done 
in Colorado. Becker,’ from observations made in Colo- 
rado, described a clinical entity distinguished from Rocky 
Mountain spotted fever by the absence of skin eruption 
and by uniform recovery and called it Colorado tick 
fever. Florio and associates,” at the University of Colo- 
trado Medical School, Denver, isolated a virus from the 
blood of patients by the inoculation of human volunteers 
and hamsters. In subsequent publications,* they reported 
isolation of the virus from ticks, Dermacentor andersoni, 
collected near Denver, and from D. variabilis, collected 
on eastern Long Island, N. Y. Koprowski and Cox * 
noted that adult dilute brown agouti (dba) mice 
were suitable for isolating virus. Using mouse-adapted 
strains of virus, they showed that the virus was not re- 
lated to the commonly known mosquito-transmitted or 
tick-transmitted viruses and determined its size to be 35 
to 50 mu. Oliphant and Tibbs,® who found 3-day-old to 
4-day-old Swiss albino mice suitable for isolating virus, 
reported the first isolations of viruses from patients who 
had been exposed outside of Colorado and Wyoming: 
three in Oregon and one in Utah. 


MATERIALS AND METHODS 

All isolations of viruses were made by the intraperito- 
neal inoculation of 3-day-old to 4-day-old mice with 0.05 
ml. of the suspected material. Ticks were usually ground 
in pools of 20 in 1.5 ml. of 10% rabbit serum saline 
solution containing about 300 units of penicillin and 300 
meg. of streptomycin per milliliter. Isolation of virus from 
patients’ blood was made by the inoculation either of 
an undiluted serum or of a suspension of the blood clot 
i saline solution. If no illness occurred by the seventh 
day in the original inoculated litter, one blind passage of 
brain material from this litter was made. When patients’ 
blood was used as the inoculum, illness appeared in the 
first litter, but, when tick suspensions were used, in 19% 
of the isolations illness was not noted until the first 
blind passage. With human blood specimens, confirma- 
lion of isolation was made by reisolation of virus from the 


original material and by demonstrating an antibody rise 
when it was possible to secure serial blood specimens. 
Although virus was readily reisolated from human serum, 
for reasons yet unknown it was seldom reisolated from 
tick suspensions. Virus strains were identified by neu- 
tralization tests in 3-day-old to 4-day-old mice, with the 
use of hyperimmune hamster serum and the intraperito- 
neal route of inoculation. Mailed blood specimens are 
satisfactory for virus isolation, as shown by Oliphant and 
Tibbs.* Virus has been isolated from blood taken at any 
time within the febrile period. 

The clinical picture presented by many patients from 
whom virus was isolated was essentially that described 
by Topping and associates." Four to five days after 
exposure to ticks, there is a sudden onset of chilly 
sensation, severe headache, nausea, and, occasionally, 
vomiting. Fever, headache, lumbar pains, aching in the 
extremities, and anorexia continue for about two days. 
A remission of about equal duration is followed by a 
relapse of two to three days. Leukopenia, with a leuko- 
cyte count most commonly between 2,000 and 3,000 
per cubic millimeter, appears to be constant. Our studies 
have indicated that Colorado tick fever is not always the 
relatively benign disease just described. Recently, virus 
was isolated from the blood of five children with evidence 
of central nervous system involvement. Encephalitis was 
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suspected in four patients and meningitis in the fifth. One 
child was described as comatose and two as disoriented 
and delirious. 
RESULTS 
Geographical Distribution of Human Cases.—Prior to 
1952, isolation of virus was attempted at the Rocky 
Mountain Laboratory only from serums of patients sus- 


TABLE 1.—Geographical Distribution of Colorado Tick Fever 
Based on Isolation of Virus from Patients’ Blood 


948 
State ies 1952 1953 1954* Total 

CD cidincderecedsumadaweeccas Px sh a 1 1 
Roo. 7. Sc atca cnerecd emiaahncen ites 8 8 7 15 38 
Pa foro rarcekunencevceseeneneed a 12 15 25 52 
IN ba via aaaie ole a ake @elaeatan 1 d 2 9 16 
PR tincrcecawhivesteaace ees ie 10 10 14 34 
NN. aac uubenh cose esences peeees 4 4 rs) 13 26 
A rinetave Seno atandeawieiaeate 2 ] 1 2 6 
Me ccogcaviacnceceeaaren we 1 _ 1 
EE AE a See RO ee 6 2 4 7 19 

Wc ccunedeebucoentscescsmavowe 21 42 44 86 193 


* Data taken through July. 


pected by the attending physician of having Colorado 
tick fever. The average number of isolations of virus 
from patients’ serums was five a year. During the spring 
and early summer of 1952, blood was examined from 
patients who had a history of tick exposure, regardless 
of the diagnosis of the attending physician. Virus was 
isolated from the serums of 42 patients, which repre- 
sented an approximate eightfold increase over any previ- 
ous year. A surprising number of isolations were made 
from mailed blood specimens from patients living in 
Idaho and Nevada, where no isolations had previously 
been reported. Similar results were obtained in 1953, 
but in the first seven months of 1954 there were 86 
isolations. This larger figure is due to an increased in- 


= VIRUS ISOLATED FROW A PATIENT 
OISTRIBUTION OF 0 ANDERSONE 





A, localities where Colorado tick fever was acquired. B, localities where 
Colorado tick fever virus was isolated from Dermacentor andersoni. 


terest in Colorado tick fever in localities where previous 
isolations had been made. In the course of this study, 
virus was isolated from the blood of 193 patients ex- 
posed in California, Colorado, Idaho, Montana, Nevada, 
Oregon, Utah, Washington, and Wyoming (table 1). The 
increase in size of the area in which Colorado tick fever 
has been recognized represents not an increased effort 
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to detect the disease in the field but increased attempts 
at the isolation of virus in the laboratory (figure, 4) 
Prior to 1954, most isolations were made from blood spec- 
imens submitted because other tick-transmitted diseases 
were suspected; however, in 1954, laboratory confirma. 
tion of a clinical diagnosis of Colorado tick fever was 
frequently requested. The cases detected came from areas 
in which a large proportion of the population was fre. 
quently exposed to ticks and in which there are high 
incidences of tick-borne disease and not necessarily from 
the total area within which Colorado tick fever can occur 

Relation of Human Disease to Tick D. Andersoni— 
The persons affected are those whose occupational or 
recreational activities bring them in contact with ticks. 
such as tourists, cattkemen, sheepmen, and foresters. 
The following observations indicate that D. andersoni js 
the important vector: 1. All patients have been exposed 
in the area of known D. andersoni distribution (figure, 
A). 2. The seasonal occurrence of cases corresponds 
with the months during which adults of D. andersoni are 


TABLE 2.—Incidence of Virus-Carrying Dermacentor Andersoni 
in Two Canyon Areas of the Bitter Root Valley, Mont. 


Estimated 
Pools of Pools with Carrier 


Year Locality 20 Ticks Virus Rate, % 
1951 Kootenai Creek 48 11 1.3 
1952 Kootenai Creek 18 39 8.0 
1953 Kootenai Creek 10 8 7.7 
1951 Mill Creek 26 13 34 
1952 Mill Creek 53 47 10.3 
1953 Mill Creek 13 9 5.7 


TaBLE 3.—Variation in Carrier Rate Within a Canyon in 1952 


Pools Estimated 
Sizeof No.of with Carrier 
Locality Pool Pools Virus Rate, % 
Kootenai Creek 
> ae Sr Tee ae ion lo 10 1 1.0 
SE Bivbkawccceneses ei 20 10 9 10.9 
Mill Creek 
eee 60eon 10 10 1 1.0 
ig ES Rea Rae 3 15 13 12 14.4 


active and where this is the only tick species commonly 
attacking man. In every area where disease occurs and 
collections of D. andersoni have been made, virus has 
been isolated from this species. 


Incidence of Virus-Carrying D. Andersoni.—There 
were three areas where the number of ticks collected was 
sufficient to attempt an estimate of the incidence of 
virus-carrying ticks. The incidence was estimated by the 
use of the Poisson series as employed in estimating bac- 
terial populations and by the use of the binomial ex- 
pansion. In either case, the proportion of negative lots 
is set equal to the term of the series that represents the 
proportion of negative samples. Table 2 shows the results 
over a three year period from two canyon areas in the 
Bitter Root Valley of western Montana. Here, the inci- 
dence of virus-carrying ticks varied from 1.3 to 10.3%. 
A marked variation of 1 to 14% in the incidence from 
area to area within a given canyon was also found (table 
3). Whether certain restricted areas always have a high 
incidence of virus-carrying ticks and other nearby areas 
a low incidence is not known. 


Vol. 1 


Th 
Boulc 
incide 
range 
with 
in the 
D. al 
diagn 
in se 
these 
feren 
ticks 
ticks 
of D 
isola' 
has t 
Calif 
Klan 
Teto 
ada. 


Elk 


it Wa 


Cou 
dise 
tick 
Cor 
ther 
forr 
bre: 


195 
and 


bee 
em 


tim 
Ut 
eas 


bet 
Spe 








‘Mpts 
A). 
Spec- 
Cases 
rma- 
was 
Areas 
- fre- 
high 
from 
cur 
.— 
I or 
icks, 
ters, 
ni is 
sed 
ure, 
nds 
are 


soni 


~~ 


— =— j%te 








Vol. 157, No. 4 


The results of examination of ticks collected in the 
Roulder area in 1952 are given in table 4. The estimated 
incidence of virus-carrying ticks in the various areas 
ranged from 3.7 to 14.3% or greater. These results agree 
with the well-known prevalence of Colorado tick fever 
in the Boulder area. In Nevada, in 1952, collections of 
p. andersoni were made in the Elko area, where the 
diagnosis of Colorado tick fever had been established 
in several sheepherders. The results of examination of 
these ticks are given in table 4. The incidence in the dif- 
ferent areas varied from none to 6.5%. In arid areas, 
ticks were scarce, and the incidence of virus-carrying 
ticks was low. In other areas, relatively small numbers 
of D. andersoni have been collected. The areas where 
isolations have been made are shown in figure, B. Virus 
has been isolated from ticks collected in Modoc County, 
California; Bear Lake and Kootenai counties, Idaho; 
Klamath County, Oregon; Yakima County, Washington; 
Teton County, Wyoming; and Banff National Park, Can- 
ada. The isolations made from ticks collected in Modoc 


Taste 4.—Incidence of Virus-Carrying Dermacentor Andersoni 
in the Areas of Boulder, Colo., and Elko, Nev. (1952) 


Pools Estimated 


No. of with Carrier 
Locality Pools* Virus’ Rate, % 
Boulder, Colo. 
Domkter OOP OR. c6scsccccccccvesssceeses 21 21 14.3 or > 
Bit Tih dd sscccccncasvccseacasc 23 17 8.6 
ar 11 9 8.2 
Snowshoe and Horseshoe mines........ 18 9 3.7 
Elko, Nev. 
OG Fei cd wi neetnnasewedevescsscensue 42 31 6.5 
East of Dinner Station................. 16 11 5.7 
West of Dinner Station............... ; 27 14 3.6 
DOES IE Fei oo nk ben tiesescersess 16 6 2.3 
Bullion VORey.<6cosesees. acaeeen can 24 8 1.7 
Lead mine northwest of Elko.......... 36 3 0.4 
NE Mr ccc keeecdbicescdcsksccesss 23 0 <02 


* The size of the pools was 20 in all areas except Alta Mountain, where 
it Was 1), 


County are of interest. In May and June, 1933, a febrile 
disease, with leukopenia, and frequently a history of 
tick exposure, occurred in about 25 Civilian Conservation 
Corps personnel stationed near Alturas. Dr. H. L. Wynn, 
then chief of the Bureau of Epidemiology of the Cali- 
fornia State Department of Health, investigated the out- 
break and concluded that Colorado tick fever was a 
possible diagnosis. Ticks were collected in this area in 
1953, and virus was isolated several times from D. 
andersoni and once from D. occidentalis. 

Presence of Virus in Other Tick Species.—Virus has 
been isolated once from D. albipictus collected in west- 
em Montana, once from Otobius lagophilus collected 
in northern Nevada and in northern Utah, twice from 
D. parumapterus collected in northern Nevada, three 
times from D. parumapterus collected in northwestern 
Utah, and once from D. occidentalis collected in north- 
eastern California and southwestern Oregon. Large num- 
bers of D. albipictus, but only small numbers of the other 
species, have been examined. One isolation of virus from 
a tick species should be regarded as only presumptive 
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evidence that virus is present in that species. Although 
proper care is taken to avoid the spread of virus within 
the laboratory, or the confusion of tick lots, a possibility 
of error always exists, and only repeated isolations can 
be considered as proof of the presence of virus within a 
species. Furthermore, all the species mentioned above, 
except D. occidentalis, were collected from host animals, 
and it is not certain whether the virus was present in the 
ticks prior to feeding or was merely in the ingested blood 
Of the various tick species examined, only D. andersoni, 
because of its habits and distribution, can be considered 
the important vector of Colorado tick fever. Although 
Florio and associates* have reported the isolation of 
Colorado tick fever virus from D. variabilis collected 
on Long Island, thereby suggesting the possible occur- 
rence of this disease throughout the eastern United States, 
it was not possible in this laboratory to isolate any virus 
from 652 D. variabilis collected on Long Island or from 
104 collected in other eastern areas. No virus was iso- 
lated from 1,425 D. variabilis from Rosebud County, 
Montana. The only evidence obtained by this laboratory 
of Colorado tick fever virus in ticks outside the distribu- 
tion of D. andersoni is one isolation from D. occidentalis 
in Oregon, west of the known distribution of D. ander- 
soni. 
SUMMARY AND CONCLUSIONS 

Colorado tick fever is a common disease in several 
western states other than Colorado, and its diagnosis is 
established much more frequently at the Rocky Mountain 
Laboratory than that of spotted fever. In the average case, 
the diphasic course and the leukopenia should immedi- 
ately suggest Colorado tick fever, particularly if there is 
a history of tick exposure. However, in view of serious 
illness including encephalitis observed in some children, 
the same diagnosis should be considered in every febrile 
illness following tick exposure. Diagnosis can be readily 
established by isolation of virus from blood specimens 
taken during the febrile period and sent without refrigera- 
tion to a virus laboratory and by a rise in antibody titer in 
serial blood specimens taken during convalescence. 

Virus was isolated from the blood of 193 patients 
exposed in California, Colorado, Idaho, Montana, Ne- 
vada, Oregon, Utah, Washington, and Wyoming. All 
these persons were exposed to ticks in the known dis- 
tribution of Dermacentor andersoni, the only species in- 
criminated in the transmission of the disease. Although 
Colorado tick fever is definitely associated with the tick 
D. andersoni, there are many areas within the distribution 
of this tick where Colorado tick fever has not been de- 
tected. This may be due to the absence of virus in the 
ticks, to the lack of recognition of the disease by physi- 
cians, or to infrequent exposure to ticks. Tourists from all 
parts of the United States visit areas where Colorado tick 
fever is known to be endemic. The popularity of the 
known endemic area as a vacation land, the speed of 
modern transportation, and the incubation period of the 
disease are all factors that make possible the appearance 
of Colorado tick fever in any part of the United States 
or elsewhere. The disease has already been recognized 
in visitors from states as distant as Florida, Maine, and 
New York. 
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OXYGEN ROOMS IN HOSPITALS SHOULD 
HAVE ENTRANCES FROM THE TOP 
AND NOT FROM THE SIDES 


Harry C. Gatos, Ph.D., Wilmington, Del. 
and 


Frank C. Mathers, Ph.D., Bloomington, Ind. 


Gases in general are characterized by the ability of 
their molecules to move freely in any direction. As a 
result, they show high diffusivity and miscibility. Spec- 
tacular experiments demonstrating these properties are 
found in most general chemistry textbooks. Although 
gaseous mixtures do not usually settle out in layers, den- 
sity differences often prevent intermixing of individual 
gases. A striking example of this is encountered in the 
famous “Dog’s Cave” (Grotto del Cane) in the volcanic 
area near Naples, Italy. In this cave carbon dioxide, about 
34% heavier than air, pours out from earth fissures in 
the floor and collects to the height of 2 to 3 ft. (61 to 
91 cm.). No appreciable amount of carbon dioxide dif- 
fuses above this level. As a result it is possible for a man 
to walk into the cave safely, but dogs or other small ani- 
mals are soon overcome. In the same area after an erup- 
tion of Vesuvius, large amounts of carbon dioxide, which 
were liberated from the ground, filled the cellars of 
houses in Naples and caused the death of numerous 
small animals. 

Because of its high density, carbon dioxide can be 
“poured” from one vessel into another in much the same 
way that water can. Furthermore, its concentration in the 
atmosphere, about 0.035% near the surface of the earth, 
decreases with increasing altitude. Hydrogen, on the other 
hand, which is lighter than air, increases in concentration 
with increasing altitude. The decrease of the concentra- 
tion of a gas with increasing altitude is clearly expressed 
in the following equation.’ 

C = Co exp (—Mgx/RT) 
= concentration at height x 


‘» = concentration at x = 0 


where Cc 
Cc 
M = molecular weight 
R 
T 


= gas constant 
= absolute temperature 


OXYGEN ROOMS IN HOSPITALS 


Oxygen is about 10% heavier than air, and therefore 
its diffusion behavior with respect to air must be similar 
to that of carbon dioxide, although not so striking. Thus, 
it must have a greater tendency to diffuse toward the 
surface of the earth, in the direction of the gravitational 
field, rather than away from it. Oxygen diffuses out of 
oxygen rooms in hospitals during every entry, despite 
double-door arrangements and other precautionary meas- 
ures. Each entry may cause loss of oxygen that is worth 
several dollars. It is apparent from the above discussion, 
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however, that if oxygen rooms had entrances only from fy '¢ !2" 
the top, with an elevator or stairway equipped with tight sion tH 





doors, the oxygen loss through diffusion should be cop. wheres 
siderably less. With this in mind, simple experiments were after a 
performed to compare the diffusion of oxygen from ves. tent in 
sels having openings at the top with the diffusion from 21%, 
those with openings at the bottom, approximating cop. found 
ditions in oxygen rooms. reache 
figure 
EXPERIMENT ie 
Two 30-liter carboys, each with an opening of about ies 
2.5 in. (6.35 cm.) in diameter, were placed in a room Pr | 
35% | 
moderately free of convection currents and temperature pare 
fluctuations. They were stoppered with rubber stoppers _ 
through which two capillary tubes were inserted. One of wae 
the tubes terminated at about the center of the carboy, upwa 
the other, near the edge of the bottom, opposite the open- open 
ing. Oxygen from a tank was introduced through the effect 
longer of the two tubes, while air was displaced through Furth 
the shorter one. The oxygen content of the carboys was room 
thus raised to about 87 vol. %. After the carboys were woul 
filled the open ends of the capillaries were closed. Then tranct 
one of the two carboys was positioned with its opening 
100 
: é Opening upward 
. ° 40 80 120 160 300 600 90 1200 1500 
Total Diffusion Time, min. : 
Fig. 1.—Decrease of oxygen concentration in carboys with time Ba. 
upward, the other with its opening downward. The stop- E 
pers were carefully displaced a few inches from the open- para 
ings of both carboys for varying periods of time. After wall 
each period the carboys were stoppered and 100 mi. wou 
samples were taken from the capillary terminating at ‘ate 
the center of the carboys. An equivalent volume of air _ 
replaced the volume of the samples withdrawn. The sam- desi 
ples were submitted to ordinary gasometric analysis with oils 
alkaline pyrogallol solution. Subsequently, the stoppers ns 
were removed again to permit further diffusion of the - 
oxygen. This procedure was repeated until the gas in- i 
side the carboys approached the composition of normal 
air. The total diffusion was found to be independent of the 
the length of the individual time intervals during which libe 
the carboys were unstoppered but dependent on the total wit 
time allowed for diffusion. bui 
om 
COMMENT ma 
The results obtained from the experiments described qui 


above are shown in figure 1, where the concentration of | 


oxygen in the carboys is plotted against the time allowed 7 


for diffusion. It can be seen that oxygen diffuses con- Ey 
siderably faster from the carboy with the opening down- 
ward than from the one with the opening upward. In 
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the latter, even after 1,380 minutes (23 hours) of diffu- 
sion time, the oxygen content is about 50% by volume, 
whereas in the former this oxygen content is reached 
after about 30 minutes. After 23 hours the oxygen con- 
ent in the carboy with the opening downward is about 
21%, corresponding to the oxygen content of air. It was 
found that the gas in the carboy with the opening upward 
reaches the composition of air after about 73 hours. In 
foure 2 the diffusion rate of oxygen (dc/dt) is plotted 
goainst the oxygen concentration of both carboys. It is 
apparent that at oxygen concentrations less than about 
35% the diffusion rate in the two carboys does not differ 
considerably. At concentrations between 80 and 50%, 
however, the diffusion rate in the carboy with the opening 
upward is 10 to 25 times less than in the one with the 
opening downward. The results clearly demonstrate the 
eflect of gravitational forces on the diffusion of gases. 
Furthermore, they indicate that the oxygen content in a 
room with a tight entrance at the top and none at the side 
would not show any serious decrease until the top en- 
trance was open for a total time of about 23 hours. 
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Fig. 2.—Diffusion rate of oxygen (dc/dt) as a function of oxygen con- 
centration in carboys, 


Entering an oxygen room by a side entrance is com- 
parable to entering a swimming pool through the side 
wall. The loss of oxygen of course is less serious than 
would be the loss of water, but the same principles apply 
in both cases. It is therefore suggested that oxygen rooms 
have entrances from the top only, incorporating the usual 
design features for tightness. Such rooms would limit 
considerably the loss of oxygen and would perhaps elimi- 
nate the necessity of restricting nurses from entering the 
patient’s room at will. 


In areas where nitrogen is extracted from the air for 
the synthesis of ammonia, large quantities of oxygen are 
liberated. It seems plausible that hospitals for patients 
with chronic diseases requiring high oxygen-breathing be 
built near these sites, with oxygen rooms designed as rec- 
ommended above. The cost of supplying oxygen and 
maintaining it at desirable concentrations should prove 
quite low. 

In the commonly used “oxygen mask or tent,” tight- 
hess at the bottom is far more important than at the top. 
Every effort should be made to keep any opening at the 
bottom as tight as possible. 
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AGRANULOCYTOSIS FOLLOWING DIAMOX 
THERAPY 


Julius R. Pearson, M.D. 
Charles 1. Binder, M.D. 


and 


Jacob Neber, M.D., Miami Beach, Fla. 


The lst of medicaments capable of causing agran- 
ulocytosis in sensitive persons is steadily increasing. To 
the list we are adding another, Diamox (2-acetylamino- 
| ,3,4,-thiadiazole-5-sulfonamide ), a recently introduced 
oral diuretic that gives promise of widespread use in the 
treatment of patients with chronic congestive cardiac 
failure. 

REPORT OF A CASE 

A 66-year-old white woman was admitted to the hospital 
with vertigo, syncope, numbness of the left hand, weakness, 
and malaise that had been increasing during the preceding four 
weeks, In the last four days before admission chills and sub- 
acute fever occurred. On admission a blood cell count showed 
some diminution of the total number of the white blood cells 
and the presence of three neutrophils, of which only one was 
a mature form (table 1). The patient's medical history was non- 
contributory except that she had been treated with Diamox, 
250 mg. daily, as an adjunct to digitalis and a low salt diet in 
the management of arteriosclerotic heart disease with periph- 
eral edema. With this regimen, to which the patient never 
adhered strictly, she was free of overt heart failure. 

Examination on admission revealed a temperature of 100.8 
F that rose to 103 F on the third day. The pulse rate remained 
about 76 beats per minute and the blood pressure about 112/70 
mm. Hg. There was no cyanosis, dyspnea, jaundice, petechiae, 
rash, adenopathy, or peripheral edema. There were no abnor- 
malities of the mouth or throat nor any nuchal stiffness. The 
lungs were clear, and the heart did not appear enlarged on 
percussion. No murmurs were present. The abdomen was soft 
and not spastic. A sharp liver edge was palpable 4 cm. below 
the right costal margin. No pelvic masses were present. There 
was marked osteoarthritic deformity of the hands, but no 
clubbing was noted. Neurological examination showed no 
abnormalities. Laboratory studies confirmed the impression 
that the patient had a selective granulocytopenia without 
anemia or thrombocytopenia (table 1). No primitive white 
blood cells were found in the peripheral blood at any time. 
Blood cultures and agglutination studies for the usual bacterial 
pathogens were negative. The sedimentation rate (Wintrobe) 
was 30 mm. in one hour (corrected) and the hematocrit 42%. 
Urinalysis showed a transient trace of albumin and occasional 
red blood cells, and serologic study for syphilis was negative. 
A roentgenogram of the chest showed moderate bilateral pul- 
monary emphysema and moderate increase of bronchovascular 
markings at both bases, both levels of the diaphragm smooth, 
slight enlargement of the left ventricle, and tortuosity of the 
aorta with calcification of the aortic arch, hypertrophic arthritic 
changes of the dorsal spine, and osteoporosis. 

Bone marrow aspirated from the sternum showed moderate 
hypocelluiarity and moderate increase in fat, but not more 
than would be usual at this age. Megakaryocytes were present 
in normal numbers and showed active platelet formation. 
Erythropoiesis was very active. The marrow was normoblastic 
and showed normal maturation. Granulopoiesis was diminished 
slightly, with an arrest of maturation at the metamyelocyte 
level. Mature polymorphonuclear cells were extremely rare. 
No tumor cells were found; there was no evidence of invasion 
by foreign cells, and no signs of leukemia were apparent (table 
2). The patient made an uneventful recovery. In the absence of 
overt infection and in the presence of fever and granulocy- 
topenia, all other medicaments except digitalis were withdrawn. 
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The patient was given large daily doses of a penicillin-strepto- 
mycin mixture intramuscularly as a prophylactic measure 
against possible bacterial infection and corticotropin (ACTH), 
40 mg. intramuscularly, daily for the first four days in an 
attempt to stimulate marrow recovery. The patient’s temper- 
ature returned to normal in three days, and no further rises 
occurred. Another sternal marrow aspiration, performed two 
weeks after the patient was discharged from the hospital, 
revealed an entirely normal marrow, actively cellular, with 
normal platelet formation, normal erythropoiesis and granulo- 
poiesis, and normal maturation. The previously evident matura- 
tion arrest at the metamyelocyte level was no longer present 
(table 2). 
COMMENT 


No previous hematological abnormality had been dem- 
onstrated in this patient, nor had she taken any other 
medicament ever known to produce such an untoward 
reaction. The specific causal relationship between this 
drug and the hematological depression is implied because 
of the known similar reaction resulting from its parent 
substance, sulfanilamide. The various toxic effects of 
the sulfonamides are too well known to warrant further 
minute recapitulation. In general, although the mecha- 


TaBLe 1.—Peripheral Blood Values Before, During, and After Agranulocytic Reaction to Diamox 
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tive cardiac failure has brought Diamox to the physician’, 
armamentarium, heralded as eminently suitable, nop. 
toxic, rapidly effective, easily administered, and well to). 
erated by patients. This sulfonamide compound seem; 
to live up to most of its expectations, with no serioys 
contraindications to its use; however, there has been the 
ever-present danger of toxicity even as there was with the 
parent substance from which it was synthesized. The 
producers of Diamox have not yet found, in their own 
work or in any report to date, any evidence of bone mar. 
row depression by small or prolonged dosage. This js 
the first report of agranulocytosis arising in the course of 
therapy with this medicament. To all intents and pur. 
poses, no contraindication existed to its use in this patient 
who had arteriosclerotic heart disease with mild myo- 
cardial failure. A small dose of Diamox had been taken 
irregularly for three months before the onset of the pres- 
ent symptoms of toxicity and agranulocytosis. The entire 
picture was quickly ameliorated and the patient restored 
to normal with no other procedures than withholding of 
the drug, the use of penicillin-streptomycin, and a short 
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toxic effect is similar in its clinical manifestations and 
laboratory findings to that produced by its parent sub- 
stance, sulfanilamide, and all the other drugs in the 
category that inhibit the maturation of the myeloid cells. 
The clinical picture of drug fever in a person receiving 
this oral diuretic for the treatment of chronic congestive 
cardiac failure should arouse the suspicion that the reac- 
tion is to the Diamox and not necessarily to a superim- 
posed infection. This is especially important since this 
danger may not arise soon after this therapy is instituted 
and the physician may be lulled into a false sense of 
security by the attributes of the medicament and the im- 
provement in the clinical cardiac picture. The toxic reac- 
tion can be overcome by simply withholding the medica- 
ment and treating the patient vigorously with antibiotic 
therapy with or without corticotropin or other steroid 
supplements. 


420 Lincoln Rd. (Dr. Pearson). 
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MISUSE OF EDATHAMIL CALCIUM-DISODIUM 
FOR PROPHYLAXIS OF LEAD POISONING 


Robert A. Kehoe, M.D., Cincinnati 


The enthusiasm that has greeted the development of a satis- 
factory compound of edathamil (Calcium Disodium Versenate, 
ethylenediaminetetraacetic acid, EDTA) for clinical trial in the 
therapy of lead poisoning, and the recent flood of experimental 
and case reports concerning its use, furnish ample testimony to 
the alertness of physicians regarding new means of alleviating 
human disease and distress. These professional responses also 
focus attention anew on the sad fact that the incidence of this 
ancient disease is unduly high, despite the availability of ade- 
quate and practical methods for the recognition and control of 
hazardous absorption of lead by industrial employees and other 
Persons in the general population. It is not common knowledge 
that there are in the United States some thousands of cases of 
lead encephalopathy annually among children up to 3 years of 
age and that the mortality rate within this group, so far as it is 
recorded, exceeds 25%.! Therefore, it is understandable that 
effective preventive measures have not been demanded and 
applied. There is, however, no justification for the frequency 
with which obviously hazardous industrial exposure to lead 
Persists, nor for the failure of industry generally to employ the 
measures that have banished hazardous exposure to lead from 
some industrial operations. 





_ Director, Kettering Laboratory, College of Medicine, University of 
Cincinnati. 

Because of space limitations, the bibliographic references have been 
omitted from THE JoURNAL and will appear in the author’s reprints. 
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There are signs that a promising remedial agent, edathamil 
calcium-disodium, may be misused and perhaps discredited in 
advance of a full exploration of the potentialities of its proper 
usage. For this reason physicians may need to be reminded of 
the role of preventive medicine in the lead trades and of their 
duty to keep the responsibility for the safety of the industrial 
environment in the hands of industrial management, where it 
belongs. The hazards of the lead-using occupations are measur- 
able by reliable methods. Thus, when the physician in industry 
undertakes, by medical means, to palliate the effects of the ab- 
sorption of demonstrably dangerous quantities of lead by in- 
dustrial employees, he must look at his reasons for doing so 
and in all humility and professional integrity ask himself where 
the welfare of his industrial wards may lie. His function is to 
know the extent of the danger and to portray the facts to in- 
dustrial management so that their meaning is clear. He mus! also 
set up satisfactory and practical criteria for the safe conditions 
that are to be achieved. When he fails in his critique and in his 
insistence on the necessity of adequate control of exposure to 
lead (or to other occupational hazards), he contributes to the 
risks to which workmen are subjected and becomes a party to 
their existence. 

The nature of the projected misuse of edathamil calcium- 
disodium is the old story of naively optimistic application of 
prophylactic therapy in the lead trades. Attempts on the part 
of physicians and others to mitigate the effects of current ex- 
cessive absorption of lead by industrial workmen have been 
numerous. Milk,? ascorbic acid,® laxatives and purgatives, and 
lemonade fortified by acid* have had their proponents, if not 
always their persistent vogue. Recourse to the procedure of the 
“fixation” of lead in the skeleton during exposure, followed 
periodically, in some instances, by prophylactic “mobilization” 
of lead from the skeleton,® was based on the investigations of 
Aub and his associates. Because of the inadequacies of the 
methods of analysis available at the time, this led to the mistaken 
belief that these opposed effects on the lead metabolism could 
be affected by shifts in the calcium metabolism in the correspond- 
ing direction. That these and other comparable methods, which 
have been employed in prophylactic (and curative) therapy, are 
essentially ineffectual * is beside the point. The fault is that they 
were often used in lieu of the adequate measures of environ- 
mental control that are dictated by considerations of sound in- 
dustrial hygiene and by decent regard for the safety and welfare 
of human beings. It is to be expected that industrial management 
should favor and be unduly impressed by the magic of simple 
and relatively inexpensive medical prophylactic procedures 
rather than face the stern and often costly necessities of safe 
process design and plant engineering. If a physician, brashly 
or innocently wandering beyond his professional province, will 
bear the responsibility for the threatened health of industrial 
employees, many managers will relinquish it gladly, at least until 
the facts of life overtake them in the form of the resentment of 
employees and increases in compensation costs. 

The administration by proper means of the appropriate salt 
of edathamil, in contrast with many if not all of such medical 
measures of prophylaxis proposed and employed in the past, 
offers certain intriguing prospects for beneficial effects. Its use 
to achieve such benefits, under appropriate safeguards, in 
competent and conscientious hands, and under certain carefully 
weighed circumstances, eventually may be found to be ad- 
vantageous. Only careful and thorough investigation, however, 
can determine whether this is feasible, and whether the immedi- 
ate beneficial effects outweigh, in the long run, certain hazards 
of its use. 

Experience has shown that the intravenous or intramuscular 
administration of edathamil calcium-disodium, in limited dosage 
and over brief periods of time, is an essentially safe medicament. 
That it can be relied on for the relief of symptoms or for saving 
life has not been established,* but it is well tolerated by adults 
and even by infants during episodes or more prolonged periods 
of acute and potentially lethal lead intoxication.’ Its action, 
described superficially of necessity, is as follows: It combines 
with lead in the soft tissues of the body, forming a stable, 
soluble, nonionized compound. Because of the rapid excretion 
of this compound, principally by way of the kidney, it virtually 
sweeps out lead from the soft tissues }°; however, the compound 
seems unable to penetrate into the erythrocytes. Therefore, the 
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lead concentration in the blood is not decreased as substantially 
and abruptly as it is after the administration of dimercaprol 
(BAL).'! The details of the biochemical process and its remote 
effects are not clear at this time and remain to be established 
by investigation. This applies, with special significance, to the 
extent to which other metals are taken out of the body. For this 
reason, the prolonged administration of the drug, even inter- 
mittently, is fraught with unknown potentialities for the derange- 
ment of the mineral metabolism of the body. 

It is obvious that the use of the drug for purposes of 
prophylaxis in industry would be facilitated greatly by its ad- 
ministration by mouth, and such a preparation is available for 
use in this manner. Thus it could be given to industrial employees 
without inconvenience or objection on their part, and in a form 
that would not suggest that a somewhat drastic therapy was 
being employed. The beneficial results that are assumed to follow 
the use of this procedure would be those of a considerable 
increase in the over-all rate of excretion of lead and the main- 
tenance of an appreciable reduction, as compared with that 
expected otherwise, in the concentration of lead in the soft 
tissues. Unfortunately, however, the absorption of the drug from 
the alimentary tract is comparatively poor.'? Although there is 
evidence of a slight to moderate increase in the urinary excretion 
of lead,!* there is also evidence indicating that this increase 
occurs in association with a corresponding decrease in the output 
of lead from the alimentary tract.14 In that case, the end-result 
is a failure to expedite the elimination of lead from the body. 
Even if there should be some over-all increase in the rate of 
elimination of lead, the quantities of lead involved, in relation 
to the total quantities absorbed and retained in the body under 
the conditions of potentially hazardous exposure to lead, prob- 
ably would be too small to be of practical significance. Certainly, 
if a significant increase in elimination were to be achieved, the 
virtually continuous use of the prophylactic agent would be 
required. From the aspect of effective use of the drug, there is 
no information that would enable even the most enthusiastic 
proponent of such a regimen to anticipate what might be its 


- consequences, whether overt or insidious. Under these circum- 


stances the subjection of men to such a regimen, except for the 
purpose of cautious investigation surrounded by appropriate 
technical and ethical safeguards, could only be regarded as rash 
and irresponsible. 
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NEW AND NONOFFICIAL REMEDIES 


The following additional articles have been accepted as con- 
forming to the rules of the Council on Pharmacy and Chemistry 
of the American Medical Association for inclusion in New and 
Nonofficial Remedies. A copy of the rules on which the Council 
bases its action will be sent on application, 

R. T. StorMontT, M.D., Secretary. 


Diphemanil Methylsulfate——Prantal Methylsulfate (Schering). 
—CwH«N.CH;SO,.—M.W. 389.50.—4-Diphenylmethylene-1,1- 
dimethylpiperidinium methyl! sulfate—The structural formula 
of diphemanil methylsulfate may be represented as follows: 


CH : 
c CH;SO, 


C)\ Lx 
CY / \CHs 


Actions and Uses.—Diphemanil methylsulfate is a quaternary 
parasympatholytic agent that selectively blocks the transmission 
of nerve impulses through parasympathetic ganglia. At the 
dosage level required to block parasympathetic ganglia, it does 
not block sympathetic gang!ia. Diphemanil methylsulfate also 
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inhibits gastric secretion and motility and relieves pylorospasm 
at a lower dosage than that required to inhibit motility of the 
small and large intestine. A slightly larger dosage effectively 
blocks cholinergic secretory nerve impulses to the sweat glands 
The drug possesses considerable bronchodilator action, but fur- 
ther studies are required to establish its clinical usefulness jp 
bronchial asthma. 

Diphemanil methylsulfate is useful as an adjunct in the treat. 
ment of peptic ulcer, gastric hyperacidity, and hypermotility as 
in chronic hypertrophic gastritis, certain less specific forms of 
gastritis, and pylorospasm. It is not proposed for the contro! of 
spasm or hypermotility of the intestinal and urinary tracts. The 
drug is effective for the treatment of hyperhidrosis and also for 
the control of sweating when this aggravates certain dermatoses. 

Diphemanil methylsulfate is not readily absorbed from the 
gastrointestinal tract nor reabsorbed from the vascular system 
into the gastrointestinal tract. Absorption by the oral route js 
reduced by the presence of food, antacids, or bile salts in the 
stomach, but such interference largely can be obviated if the 
drug is administered between meals. Following parenteral in- 
jection, about 50% of the drug is excreted unchanged, chiefly 
in the urine; the remaining 50% has not been accounted for, 
although no evidence of storage has been found. 

At its anticholinergic dose level of therapeutic action, di- 
phemanil methylsulfate may be associated with atropine-like 
side-effects, including xerostomia, mydriasis, tachycardia, con- 
stipation or diarrhea, and urinary retention. Such reactions usu- 
ally are minimal, but they may interfere with therapy in some 
patients. As with other parasympathetic blocking agents, the 
drug usually is contraindicated in patients with glaucoma. An 
injectable solution of physostigmine methylsulfate may be 
administered in the usual adult dose of 2 mg. subcutaneously 
as an antidote to counteract the antiacetylcholine activity of 
diphemanil methylsulfate. 


Dosage.—Diphemanil methylsulfate is administered orally 
and by subcutaneous or intramuscular injection. For the manage- 
ment of peptic ulcer, pylorospasm, and gastric hyperacidity and 
motility in hypertrophic and other forms of gastritis, the drug 
may be injected for initial control of acute symptoms or manage- 
ment of acute episodes. The usual adult oral dosage for initial 
treatment or after injection to control acute symptoms is 100 mg. 
every four to six hours (between meals) prescribed as ordinary 
tablets. This dosage should be increased or decreased in accord- 
ance with the response; a dosage of 150 to 200 mg. may be 
required in some patients. Maintenance dosage usually may be 
reduced to 50 to 100 mg. Oral therapy also may be prescribed 
in the form of a coated tablet that prolongs the action of the 
drug over a period of eight hours. In such form, 100 mg. ad- 
ministered at eight hour intervals usually is adequate, but this 
may be increased to 200 mg. every eight hours if necessary to 
maintain control of symptoms. 

When injected for initial control of symptoms or acute epi- 
sodes, the usual dosage is 0.5 mg. per kilogram of body weight 
administered subcutaneously or intramuscularly four times 
daily. A parenterally administered dose of 50 mg. should not be 
exceeded except with extreme caution. Injection of the drug 
preferably should be continued for 24 to 48 hours after symp- 
toms are brought under control; thereafter, therapy should be 
continued by the oral route. 

For the treatment of hyperhidrosis or control of sweating 
aggravating dermatoses, the usual oral dosage for adults is 100 
to 200 mg. three times daily (between meals) prescribed either 
as ordinary or prolonged-acting tablets. Following inhibition, 
decreased dosage may be adequate to prevent recurrence. 


Tests and Standards.— 


Physical Properties: Diphemanil methylsulfate is a white or near white, 
bitter, crystalline solid with a faint characteristic odor, m.p. 189-196’. 
It is very slightly soluble in ether. The approximate amounts that dissolve 
at 25° in the following solvents to form 100 ml. of solution are: 3 gm. 
in alcohol, 3 gm. in chloroform, and 3 gm. in water. Diphemanil methy!- 
sulfate is stable to heat and light but is somewhat hygroscopic. The pH 
of a 1% solution is 4.0-6.0. 

Identity Tests: Dissolve about 0.1 gm. of diphemanil methylsulfate in 
10 ml. of water. Add 1 ml. of potassium permanganate T.S. and allow 
to stand at room temperature with occasional shaking: a brown pre- 
cipitate forms (presence of unsaturation). 

Dissolve about 0.1 gm. of diphemanil methylsulfate in 10 ml. of water. 
Add 7 mi. of a saturated solution of picric acid and allow to stand for 
one hour at room temperature with occasional stirring. Collect the 
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ecipitate On a filter; wash with alcohol, and dry in a vacuum over 
phosphorus pentoxide for 5 hours: the picrate formed melts at 194-200°. 
Caution! Picrates may be explosive. Do not use ordinary liquid-bath 
melting point apparatus.) 

purity Tests: Dry about 1 gm. of diphemanil methylsulfate, accurately 
seighed, at 105° for four hours: the loss in weight does not exceed 0.5%. 
Char about 1 gm. of diphemani) methylsulfate, accurately weighed; cool 
the residue, add 1 ml. of sulfuric acid, heat cautiously until evolution of 
wifur trioxide ceases, ignite, cool, and weigh: the residue does not 
aceed 0.1%. Save the residue for the heavy metals determination. 

Dissolve the residue obtained from the sulfated ash determination in 
x ml, of water, add 2 ml. of diluted acetic acid, and run a U.S. P. heavy 
metals test: the amount of heavy metals does not exceed 20 ppm. 


4ssay: (Diphemanil Methylsulfate) Transfer to a 150 ml. beaker about 
15 gm. of diphemanil methylsulfate, accurately weighed; dissolve in 
¢) mi. of water, and cool in an ice bath. Prepare a 2% solution of 
ammonium reineckate, cool in an ice bath, and filter while cold. With 
sirring add 17 ml. of cold, freshly filtered reineckate solution to the 
lution of diphemanil methylsulfate and allow to stand in the cold for 
one hour. Collect the precipitate on a tarred sintered glass funnel, wash 
with cold water until the washings are colorless, and dry for two hours 
a 105°. Each gram of reineckate formed is equivalent to 0.6335 gm. of 
dishemanil methylsulfate. The amount of anhydrous diphemanil methyl- 
wifate is not less than 97,0 nor more than 103.0.%. 
(Sulfate) Transfer to a 50 ml. round-bottomed flask about 0.5 gm. of 
jiphemanil methylsulfate, accurately weighed. Add 20 mi. of a 6% 
lution of potassium hydroxide in propylene glycol, and reflux for 90 min. 
Cool and transfer quantitatively with water to a 400 ml. beaker. Rinse 
the condenser with water, combine the washings, and dilute to about 
3) ml. Add 20 ml. of hydrochloric acid and boil for two minutes. Add 
jowly with stirring 20 ml. of barium chloride T.S., and allow the pre- 
cipitate to settle for three hours on a steam bath. Collect the precipitate 
on a hard ashless filter paper, wash it free of chloride ions, and ignite 
: in a platinum crucible over a Meeker burner. Each gram of barium 
wifate formed is equivalent to 1.6686 gm. of diphemanil methylsulfate. 
The amount of anhydrous diphemanil methylsulfate is not less than 98.0 
nor more than 102.0%. 


Dosage Forms of Diphemanil Methylsulfate 

So.uTions. Identity Tests: The solution responds to the identity tests 
for the active ingredient in the monograph for diphemanil methylsulfate. 

4ssay: (Diphemanil Methylsulfate) Transfer to a 150 ml, beaker an 
amount of solution, accurately measured, equivalent to about 0.1 gm. of 
diphemanil methylsulfate and dilute to about 50 ml. Cool the solution in 
an ice bath and proceed as directed in the reineckate method for the 
assay of diphemanil methylsulfate starting with, “With stirring add . . .” 

Each gram of reineckate formed is equivalent to 0.6335 gm. of diphemanil 
methylsulfate. The amount of anhydrous diphemanil methylsulfate is not 
less than 92.5 nor more than 107.5% of the labeled amount, 

TasLets. Identity Tests: If the tablets are coated remove the coating 
by washing with water, and dry at 105° for about one hour. Grind a 
number of tablets equivalent to about 0.2 gm. of diphemanil methyl- 
sulfate and mechanically shake with 25 ml. of water for about 30 minutes. 
Filter the aqueous extract through a pledget of cotton. The solution 
responds to the identity tests for the active ingredient in the monograph 
for diphemanil methylsulfate. 

Assay: (Diphemanil Methylsulfate) If the tablets are coated remove the 
coating by washing with water, and dry at 105° for about one hour. 
Weigh 20 tablets and powder them. Transfer to a 125 mil. glass-stoppered 
Erlenmeyer flask an amount of powder, accurately weighed, equivalent to 
about 0.15 gm. of diphemanil methylsulfate, and mechanically shake for 
one hour with 50 ml. of water. Filter through a hard filter paper, and 
thoroughly wash the filter with water. Cool the filtrate in an ice bath and 
proceed as directed in the reineckate method for the assay of diphemanil 
methylsulfate starting with, “With stirring add .” Each gram of 
reineckate formed is equivalent to 0.6335 gm. of diphemanil methylsulfate. 
The amount of anhydrous diphemanil methylsulfate is not less than 92.5 
nor more than 107.5% of the labeled amount. 


pr 


Schering Corporation, Bloomfield, N. J. 

Solution Prantal Methylsulfate: 10 cc. vials. A solution con- 
taining 25 mg. of diphemanil methylsulfate in each cubic centi- 
meter. Preserved with 0.18% methylparaben and 0.02% propyl- 
paraben. 

Tablets Prantal Methylsulfate: 0.1 gm. 

Repetabs (Repeat Action Tablets) Prantal Methylsulfate: 0.1 
am. U. S. trademark 572,532. 





Oxytetracycline-Polymyxin B.—Terramycin Hydrochloride with 


Polymyxin B Sulfate (Pfizer). 

Actions and Uses.—Oxytetracycline-polymyxin B, a mixture 
of oxytetracycline hydrochloride and polymyxin B sulfate, is 
useful for ophthalmic application in the prevention and treat- 
ment of pyogenic mixed surface infections of the eye that are 
likely to be susceptible to either or both of these antibiotics. 
Because polymyxin B is considered the antibiotic of choice 
“8ainst pseudomonal infections, its use in fixed combination with 
‘ broad spectrum antibiotic may be justified on the basis that 
ihe incidence of ocular infections complicated by the presence 
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of Pseudomonas aeruginosa apparently is increasing. The par- 
‘ticular effectiveness of polymyxin B against gram-negative bac- 
teria enhances the action of oxytetracycline against both gram- 
positive and gram-negative organisms. While synergism rarely 
may be demonstrable against certain types of infection, the 
actions of the components should be regarded as primarily addi- 
tive; therefore, the proportions should correspond to the usual 
concentrations in which each is employed singly. 

Oxytetracycline-polymyxin B is considered effective in the 
treatment of acute and subacute purulent conjunctivitis, acute 
catarrhal conjunctivitis, and chronic blepharoconjunctivitis not 
involving the meibomian gland; the mixture is also effective as 
a prophylactic prior to ocular surgery. It may be useful in the 
management of infection complicating a corneal ulcer, epiphora 
secondary to conjunctival infection, and acute trachoma. The 
mixture should not be employed when bacteriological studies 
indicate that a specific ocular infection is more susceptible to 
a single antibiotic or to another antibacterial agent. If the mix- 
ture is used at all in the treatment of gonococcic conjunctivitis, 
orbital cellulitis, keratitis, uveitis, retinitis, and other deep-seated 
infections, it should be supplemented by systemic antibiotic or 
other therapy that is indicated. 


Oxytetracycline-polymyxin B usually is well tolerated by the 
membranes of the eye. Allergic reactions may be encountered 
but are rare. If severe reactions occur, use of the mixture should 
be discontinued. When sensitization to only one component 
occurs, therapy with the other alone may be continued if the 
infection is susceptible to it. Bacterial resistance to either anti- 
biotic component ordinarily does not develop, even under con- 
tinuous therapy. 

Dosage.—Oxytetracycline-polymyxin B is applied only topi- 
cally to the eye as an ophthalmic ointment containing the equiva- 
lent of 5 mg. of oxytetracycline base and 10,000 units of poly- 
myxin B base per gram. For the treatment of surface ocular 
infections, a small quantity of such ointment is applied to each 
affected eye four to six times daily; for prophylaxis in operative 
procedures, a small quantity is placed in both eyes several times 
during the day preceding surgery and into the operated eye at 
the time of each dressing. In blepharitis, scales and crusts should 
be removed and the ointment applied over the lid margin. Treat- 
ment lasting from 10 to 14 days is usually sufficient for acute 
infections; in chronic cases, treatment may be required up to 
three months. Careful clinical follow-up is advisable. If infection 
persists, a second course or change of treatment should be 
instituted. 


Tests and Standards.—The oxytetracycline hydrochloride and 
polymyxin B sulfate are described in their respective monographs 
in Tests and Standards for New and Nonofficial Remedies. 


Dosage Forms of Oxytetracycline-Polymyxin B 

OmnTMENTS. Identity Tests: The solution prepared for the assay of the 
ointment responds to the spectrophotometric identity test for the active 
ingredient in the monograph for oxytetracycline. As a blank use U. S. P. 
Clark and Lubs buffer, pH 2.0, equilibrated with ether. 


Assay: (Oxytetracycline) Determine the average weight of the contents 
of three tubes. Prepare a 0.0012% solution of oxytetracycline as follows. 
In a 50 mi. beaker accurately weigh an amount of ointment equivalent 
to 3 mg. of oxytetracycline. Add 25 mi. of ether and stir until the 
ointment base is dissolved. Transfer the mixture to a 250 ml. separatory 
funnel. Rinse the beaker with an additional 25 ml. of ether and transfer 
the mixture to the separatory funnel. With the aid of 75 mi. of U. S. P. 
Clark and Lubs buffer, pH 2.0, transfer any residual oxytetracycline hydro- 
chloride to the separatory funnel. Extract the ether layer with the Clark 
and Lubs buffer and collect the buffer layer in a 250 ml. volumetric 
flask. Repeat the extraction of the ether layer with two additional 75 
ml, portions of buffer, collecting the buffer layers in the 250 ml. volu- 
metric flask. Fill to the mark with the buffer and mix. Proceed with the 
spectrophotometric assay as directed in the section on ointments in the 
monograph for oxytetracycline. The amount of oxytetracycline is not less 
than 85.0 nor more than 115.0% of the labeled amount. 

(Polymyxin B Sulfate) Accurately weigh in a 15 ml. centrifuge tube 
an amount of ointment equivalent to 10,000 units of polymyxin B sulfate. 
Add 10 ml. of ether and dissolve the ointment by stirring with a thin 
Stirring rod. Centrifuge the mixture at 2,000 rpm for 5 minutes. Discard the 
ether layer and add 6 mi. of acetone. Stir thoroughly and centrifuge at 
2,000 rpm for 5 minutes. Discard the supernatant liquid containing the 
oxytetracycline and repeat the extraction with acetone. Dilute the residue 
with glycine buffer, pH 2, (glycine 3.5 gm., sodium chloride 3.0 gm., water 
to 1 liter and adjust to pH 2 with hydrochloric acid) to the normal range 
of the polymyxin assay and proceed with microbio!ogical assay according to 
the requirements of the Federal Food and Drug Administration 
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Powper. Identity Tests: The solution prepared for the assay of the 
powder responds to the spectrophotometric identity test for the active, 
ingredient in the monograph for oxytetracycline. Use U. S. P. Clark and 
Lubs buffer, pH 2.0, as a blank. 

Assay: (Oxytetracycline) Determine the average weight of the contents 
of four vials. Prepare a 0.0012% solution of oxytetracycline as follows. 
Transfer to a 250 ml. volumetric flask an amount of powder, accurately 
weighed, equivalent to 3 mg. of oxytetracycline. Fill to the mark with 
U. S. P. Clark and Lubs buffer, pH 2.0, and mix. Proceed with the 
spectrophotometric assay as directed in the section on powder in the 
monograph for oxytetracycline. The amount of oxytetracycline is not less 
than 85.0 nor more than 115.0% of the labeled amount. 

(Polymyxin B Sulfate) The powder is assayed microbiologically accord- 
ing to the requirements of the Federal Food and Drug Administration. 


Pfizer Laboratories, Division of Chas. Pfizer & Co., Inc., Brook- 
lyn, N. Y. 

Ophthalmic Ointment Terramycin Hydrochloride with Poly- 
myxin B Sulfate: 3.54 gm. tubes. An ointment containing 5 mg. 
of oxytetracycline as the hydrochloride and 10,000 units of 
polymyxin B as the sulfate (equivalent to 1 mg. of poiymyxin B 
sulfate) in each gram. U. S. patent 2,516,080. U. S. trademark 
$77,504. 





Estradiol Cyclopenty!propionate.—C.,H.,<O;.—M.W. 396.55.— 
3-Hydroxy--1,3,5-estratriene-17-cyclopentylpropionate.— The 
structural formula of estradiol cyclopentylpropionate may be 


represented as follows: 
0. 
O=C-CHACHe- 


ee 


Actions and Uses.—Estradiol cyclopentylpropionate has the 
same actions and uses as estradiol and its other fat-soluble esters. 
(See New and Nonofficial Remedies under the monographs on 
estradiol, estradiol benzoate, and estradiol dipropionate.) In 
vegetable oil solutions for intramuscular injection, estradiol 
cyclopentylpropionate may produce more prolonged estrogenic 
effects than similar oil solutions of either estradiol benzoate or 
estradiol dipropionate. In women in the menopause, the average 
duration of estrogenic action, as measured by vaginal smear, is 
approximately three to four weeks after a single injection of 
5 mg. in oil. Relief of vasomotor symptoms appears within one 
to five days and is maintained one to eight weeks. 

Estradiol cyclopentylpropionate is not associated with adverse 
reactions to any greater extent than may be encountered with 
injectable oil solutions of other esters of estradiol. It should be 
employed with the same precautions as with the administration 
of similar preparations and of estrogens in general. 

Dosage.—Estradiol cyclopentylpropionate is administered in 
oil solutions by intramuscular injection only. Initially, a single 
dose of 1 to 5 mg. is injected weekly for two or three weeks; 
for maintenance the dosage interval may be lengthened to three 
to four weeks. 


HO~ 





Tests and Standards.— 


Physical Properties: Estradiol cyclopentylpropionate is a white, odorless, 
crystalline solid, m.p. 148-152°. It is freely soluble in chloroform and in 
ether, and practically insoluble in water and in akalis. The approximate 
amounts that dissolve at 25° in the following solvents to form 100 ml. of 
solution are: 2 gm. in alcohol and 2 gm. in methanol. 

Identity Tests: Dissolve about 5 mg. of estradiol cyclopentylpropionate 
in a 2 ml. of sulfuric acid: the solution turns yellow-green and exhibits 
a Slight green fluorescence. 

Transfer to a 50 ml. round-bottomed flask 0.16 gm. of p-nitrobenzoyl 
chloride (m.p. 75°) and dissolve it in about 20 ml. of dry benzene. Add 
0.3 ml. of dry pyridine and 0.3 gm. of estradiol cyclopentylpropionate. 
Reflux the mixture on a steam bath for 1% hours. Cool the mixture and 
filter through filter paper of medium porosity. Wash the precipitate with 
10 ml. of benzene and combine the filtrates. Wash the filtrates successively 
with 10 ml. of 5% sodium carbonate and three 15 ml. portions of water. 
Dry the washed benzene solution for about one hour over anhydrous 
sodium sulfate, filter the mixture, and evaporate the benzene from the 
filtrate in a current of warm air. Recrystallize the residue from alcohol 
and dry in a vacuum over phosphorus pentoxide for 3 hours: the p-nitro- 
benzoate formed melts at 182-187°. 

The specific rotation, [a]25,p, of a solution containing 0.25 gm. of 
estradiol cyclopentylpropionate in 25 ml. of freshly distilled dioxane is 
+ 42 to + 46°. 

Prepare a 0.004% solution of estradiol cyclopentylpropionate as follows. 
Transfer to a 100 ml. volumetric flask 0.1 gm. of estradiol cyclopentylpro- 
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pionate, accurately weighed, fill to the mark with alcohol, an 
fer to a 250 ml. volumetric flask 10 ml. of this solution, fill to the mark 
with alcohol, and mix. This solution exhibits an ultraviolet abeorptig 
maximum at 281 mu [specific absorbancy, E(1%,1 cm.), about §2 She 
minimum at 248 mu, and inflection points at 215 and 285 mu, bathe 

Purity Tests: Dry about 0.5 gm. of estradiol cyclo 
accurately weighed, at 105° for 4 hours: the loss in 
exceed 0.5%. 

Char about 0.5 gm. of estradiol cyclopentylpropionate, accurate| 
weighed: cool the residue, add 1 ml. of sulfuric acid, heat euttlonds 
until evolution of sulfur trioxide ceases, ignite, cool, and Weigh: - 
residue does not exceed 0.1%. 


Assay: Estradiol cyclopentylpropionate is assayed biologically, 


d mix. Trans. 


penty!lpropionate, 
Weight does not 


The Upjohn Company, Kalamazoo, Mich. 


Solution Depo-Estradiol Cyclopentylpropionate in Oil: 19 ce. 
vials. A solution in cottonseed oil containing 1 mg. of estradiol 
cyclopentylpropionate in each cubic centimeter. 

Five cc. vials. A solution in cottonseed oil containing § mg. 
of estradiol cyclopentylpropionate in each cubic centimeter, 
Preserved with 0.5% chlorobutanol. U. S. patent 2,611,773, 
U. S. trademark 515,760. 


Viomycin Sulfate——Vinactane Sulfate (Ciba).—Viocin Sulfate 
(Pfizer).—Viomycin sulfate is the salt of an antibiotic substance 
or substances produced by the growth of Streptomyces puniceus 
on suitable culture media. Viomycin is a strongly basic poly. 
peptide. Its chemical structure is not yet known. 


Actions and Uses.—Viomycin sulfate is an antituberculous 
agent effective against both streptomycin-sensitive and strepto- 
mycin-resistant strains of tubercle bacilli, and also against 
isoniazid-sensitive and isoniazid-resistant organisms. Viomycin is 
less active than streptomycin but more active than p-aminosali- 
cylic acid. Drug-resistant strains of tubercle bacilli develop with 
viomycin as with streptomycin and isoniazid, but cross resistance 
apparently does not occur between viomycin and streptomycin or 
isoniazid. As with streptomycin, it is believed that the incidence 
and rate of emergence of strains resistant to viomycin may be 
minimized by the combined use of p-aminosalicylic acid. 


Viomycin sulfate is useful as an adjunct in the treatment of 
progressive, exudative, hematogenous lesions, and the pnev- 
monic type of pulmonary tuberculosis; cutaneous tuberculous 
lesions and fistulas; tuberculous lymphadenitis; tracheobronchial 
and laryngeal tuberculosis; alimentary, peritoneal, genitourinary, 
meningeal, miliary, and bone and joint tuberculosis; and post- 
operatively in thoracic surgery on tuberculous patients. It is use- 
ful prophylactically in operations such as lobectomy and 
pneumonectomy for pulmonary tuberculosis. Because of its 
potential toxicity, viomycin is not recommended for use in the 
treatment of minimal or primary pulmonary tuberculosis when 
routine treatment or other forms of drug therapy is effective, 
such as streptomycin, isoniazid, or p-aminosalicylic acid, singly 
or in combination. Viomycin thus should be restricted for use 
in the treatment of patients unable to tolerate these drugs or 
patients with tuberculous disease caused by organisms resistant 
to them. Like other antituberculous drugs, viomycin is of rela- 
tively little value in the therapy of extensive caseous or fibrotic 
lesions. 


Viomycin sulfate is absorbed readily following parenteral ad- 
ministration by the usual routes and is excreted largely by the 
kidneys. It should be administered by deep intramuscular in- 
jection; oral administration is ineffective as a means of obtain- 
ing chemotherapeutic blood levels. Only a small proportion of 
the drug present in the blood seems to diffuse into the spinal 
fluid or the pleural and peritoneal cavities. More investigation 
is necessary to establish the usefulness of the intrathecal route, 
in conjunction with intramuscular injection, for the therapy of 
tuberculous meningitis. Intravenous administration must be 
avoided because it involves greater danger of toxic reactions. 


Viomycin sulfate is a potentially toxic agent, and the manr 
festations of toxicity are related chiefly to dosage. Preexisting 
renal damage may be aggravated and, in patients with impait- 
ment of renal function, serious reactions may result from inter- 
ference with the normal excretion of the drug. These patients 
should receive lower dosages and be carefully observed for signs 
of toxicity. Such signs, which should be looked for in all pa 
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; receiving the drug, include allergic reactions, renal irri- 


went ~~ os : ; : =r 
‘ation (albuminuria or cells or casts in the urine), eosinophilia, 
sdema or fluid retention as evidenced by increased weight, elec- 


rolyte disturbance, abnormal renal function, dizziness, electro- 
cardiographic abnormalities, and partial loss of hearing. Skin 
eruptions frequently may be controlled with antihistamine drugs. 
Audiometric testing should be done prior to and at regular inter- 
vals during treatment to detect any hearing impairment that 
may occur. It has not been determined whether or not auditory 
impairment is permanent. Disturbances in the serum electrolyte 
pattern may be alleviated readily by the administration of sup- 
plemental potassium chloride. The afore-mentioned toxic re- 
ctions are unlikely to occur with any degree of frequency or 
severity when recommended dosages are administered. 

Dosage.—Viomycin sulfate is administered by intramuscular 
iniection, preferably into the gluteal, thigh, or deltoid muscles. 
It is important to rotate the site of injection with each dose, 
and injection should be made slowly. Dosage is expressed in 
terms of the equivalent weight of viomycin base. The drug is 
diluted with either water for injection or isotonic sodium chloride 
solution to make concentrations not exceeding 0.5 gm. per cubic 
centimeter. In the dry form it may be stored at room tempera- 
ture for 24 months without appreciable loss of potency. Solutions 
may be stored at room temperature under sterile conditions for 
one week without significant loss of potency, but it is recom- 
mended that they be stored in a refrigerator. 

For most forms of tuberculosis, an intramuscular dose of 2 
gm. (given in two doses of 1 gm. each, 12 hours apart) every 
third day is recommended, either alone or in conjunction with 
p-aminosalicylic acid (12 gm. daily by the oral route). At this 
dosage, therapy should be continued for at least four to six 
months, depending on the response of the lesion. In special in- 
stances, a daily dosage not to exceed 2 gm. (in divided doses) 
for a period of not more than one month may be administered 
if facilities are available for repeated measurement of serum 
electrolytes, renal and hepatic function, and audiometric changes. 
In the presence of impaired renal function, the dosage should 
be much less than 2 gm., every third day, with very close ob- 
servation of the patient for toxic manifestations. When the total 
daily dosage is more than 1 gm., it must be administered in two 
equal divided doses separated by a 12 hour interval. 


Tests and Standards.— 

Physical Properties: Viomycin sulfate is a white or slightly yellow, odor- 
less powder. It decomposes between 225 and 265°. It is very soluble in 
water and very slightly soluble in alcohol, methanol, ether, benzene, and 
in chloroform, It is moderately hygroscopic. The pH of a 10% solution is 
4.5-7.0, 

Identity Tests: Dissolve about 50 mg. of viomycin sulfate in 10 ml. of 
water and divide the solution into two portions. To one portion add 2 mi 
of 15% sodium hydroxide, 5 mi. of 0.15% a-naphthol, and 3 ml. of sodium 
hypoch'orite T.S.: the solution turns red immediately (presence of guanido 
group). To the second portion add 2 ml. of 15% sodium hydroxide and 
then add, dropwise, 0.5% cupric sulfate, stirrimg between the addition of 
each drop: a light violet color develops (presence of peptide groupings) 

The specific rotation, [a]25.D, of a solution containing 0.1 gm. of 
viomycin sulfate in 10 ml. of water is —26 to —41°. 

A 0.001% aqueous solution, exhibits an ultraviolet absorption maximum 
at about 268 mu [specific absorbancy, E(i%,1 cm.), 300-355], and a mini- 
mum at about 228 mu. 

Purity Tests: Dry in a vacuum at 60° to constant weight about 1 gm. of 
viomycin sulfate, accurately weighed (about four hours): the loss in weight 
does not exceed 3.0%. 

Char about 1 gm. of viomycin sulfate, accurately weighed; cool the resi- 
due, add 1 ml. of sulfuric acid, heat cautiousiy until evolution of sulfur 
trioxide ceases, ignite, cool, and weigh: the residue does not exceed 1.5%. 

Assay: (Viomycin Sulfate) Viomycin sulfate is assayed microbiologically 
Dosage Forms of Viomycin Sulfate 

Powber. Identity Tests: The powder responds to the identity iests for 
the active ingredient in the monograph for viomycin sulfate 

Assay: (Viomycin Sulfate) Viomycin sulfate is assayed microdiologically. 


Ciba Pharmaceutical Products, Inc., Summit, N. J. 
Powder Vinactane Sulfate: Vials containing the equivalent of 
1 gm. of viomycin as the sulfate, U. S. patent 2,633,445. 


Pfizer Laboratories, Division of Chas. Pfizer & Co., Inc., 
Brooklyn, N. Y. 


Powder Viocin Sulfate: Vials containing the equivalent of 1 
&M. Of viomycin as the sulfate. 











COUNCIL ON PHARMACY AND CHEMISTRY 345 


Stanolone.—Neodrol (Pfizer).—CwH»O..—M.W. 290.43.—An- 
drostane-17(3)-ol-3-one.—The structural formula of stanolone 
may be represented as follows: 


OH 
a > 
| 
“a CHaA. P 
c= 
Ye 


Actions and Uses.—Stanolone is an androgen that has the 
same actions and uses as testosterone and its esters. (See New 
and Nonofficial Remedies under the general statement on testes.) 
It is useful clinically for its anabolic and tumor-suppressing 
actions in selected cases of inoperable carcinoma of the breast 
Or postoperative metastatic carcinoma of the breast. Its use, 
which must be weighed against its inherent virilizing and 
metabolic effects, should be subject to the same precautions and 
contraindications as is the use of other androgenic agents. 

Dosage.—Stanolone is administered by intramuscular injec 
tion. Like free testosterone, an aqueous suspension of micro- 
crystalline stanolone should be expected to produce a slightly 
less intense and slightly more prolonged androgenic action than 
an equivalent oil solution of its propionic acid ester. In car 
cinoma of the breast, the average effective dosage is 100 mg 
daily. This dosage should be continued as long as the patient 
shows improvement or until the patient is unable to tolerate 
androgenic therapy because of severe virilization or untoward 
metabolic effects. Lower dosage may be betier tolerated but is 
considered ineffective against carcinoma of the breast. The 
dosage for the treatment of testicular hormone deficiency, func- 
tional uterine bleeding, or postpartum suppression of breast 
engorgement remains to be established by experience with its 
use in these conditions. 


Tests and Standards.— 


Physical Properties: Stanolone is a white, odorless, crystalline powder, 
m.p. 175-183°, It is practically insoluble in water. The approximate 
amounts that dissolve at 25° in the following solvents to form 100 ml 
of solution are: 6 gm. in alcohol and 1.5 gm. in ether 


Identity Tests: The oxime prepared in the assay for stanolone melts 
at 205-211° (with decomposition) 

The specific rotation, [aj25.p, of a solution containing 0.25 gm. in 25 
ml. of alcohol is + 31 to + 39°. 

Purity Tests: Dry about 25 to 100 mg. of stanotone, accurately weighed, 
in a vacuum desiccator over phosphorus pentoxide for 12 hours: the 
loss in weight does not exceed 2.0% 

Char about 0.5 gm. of stanolone, accurately weighed; cool the residue, 
add 1 ml. of sulfuric acid, heat cautiously until the evolution of sulfur 
trioxide ceases, ignite, cool, and weigh: the residue does not exceed 0.5‘ 

Assay: (Stanolone) Transfer to a 125 ml. round-bottomed flask, fitted 
with a reflux condenser, 0.25 gm. of stanolone, 0.75 gm. of anhydrous 
sodium acetate, 0.65 gm. of hydroxylamine hydrochloride, and 65 mi 
of alcohol. Reflux the mixture for two hours and then evaporate the 
alcohol to about 10 ml. Dilute the mixture with 35 ml. of water and cool 
in an ice bath. Transfer the precipitate to a tarred sintered glass crucible, 
uSing the filtrate to effect complete transfer. Wash the precipitate with 
six 5 ml. portions of 25% alcohol and dry the precipitate in a vacuum 
desiccator above calcium chloride. Each gram of prepicitate formed is 
equivalent to 0.9508 gm. of stanolone. The amount of stanolone is not 
less than 97.5 nor more than 102.5%. 


Dosage Forms of Stanolone 

SusPENSION., Identity Tests: The oxime prepared as directed in the 
assay melts with decomposition at 205-211°. 

Assay: (Stanolone) Transfer to a 125 ml. round-bottomed flask, fitted 
with a reflux condenser, an amount of suspension, accurately measured 
equivalent to about 0.25 gm. of stanolone. Add 0.75 gm. of anhydrous 
sodium acetate, 0.65 gm. of hydroxylamine hydrochloride, and 65 ml 
of alcohol and proceed as directed in the assay for stanolone in the 
monograph for stanolone starting with, “Reflux the mixture .. .”’ Each 
gram of precipitate formed is equivalent to 0.9508 gm. of Stanolone 
The amount of stanolone is not less than 90.0 nor more than 110.0° of 
the labeled amount. 

Pfizer Laboratories, Division of Chas. Pfizer & Co., Inc., 
Brooklyn, N. Y. 

Suspension Neodrol: 10 cc. vials. A saline suspension con- 

taining 50 mg. of stanolone in each cubic centimeter. Preserved 


with 0.18% methylparaben and 0.02% propylparaben. 
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USE OF ANTICOAGULANTS IN MYOCARDIAL 
INFARCTION 


It has been estimated that about 200,000 Americans 
die each year from coronary occlusion with myocardial 
infarction and that more than 600,000 persons suffer 
attacks. In this connection, publication of the final re- 
port of the Committee on Anticoagulants of the Amer- 
ican Heart Association ' is of considerable interest. This 
study of 1,031 patients, of whom about one-half received 
anticoagulants and the other half served as controls, pro- 
vides an excellent example of a coordinated study con- 
ducted in 16 widely spread hospitals and involving the 
cooperation of about 100 investigators. The data were 
collected for more than two years and thereafter studied 
and evaluated for six years by a central laboratory team 
consisting of physicians, chemists, and statisticians. 


In this series, the average age of the men was 57.9 
years and of women 63.9 years. Angina was reported by 
51% of the patients prior to the onset of myocardial in- 
farction. Other evidence of coronary artery disease was 
present in 49% of the patients, 23% of them having ex- 
perienced one or more previous infarctions, 12% of the 
group having heart disease other than myocardial in- 
farction, 15% of them having suffered from congestive 
heart failure, and 1.5% of them having experienced 
auricular fibrillation. Forty-one per cent of the patients 
had previous hypertension; preexisting hypertension was 
almost twice as frequent in the women in this series as in 
the men. A similar trend was found in the case of diabetes 
mellitus, which preceded myocardial infarction in 24% 
of the women and in only 7% of the men. The preva- 
lence of diabetes among these persons was very much 
in excess of that found in the general population of the 
same age and sex. 


The effects of anticoagulant therapy in myocardial in- 
farction can be summarized as follows: 1. About two- 
thirds as many patients per hundred in the treated group 
as in the control group died within the period of observa- 
tion (23.4% control versus 16% treated). 2. Of the 
control group, 42%, and of the treated group, 23%, suf- 





1. Wright, I. S.; Marple, C. M., and Beck, D.: Myocardial Infarction, 
Its Clinical Manifestations and Treatment with Anticoagulants, A Report 
of the Committee on Anticoagulants of the American Heart Association, 
New York, Grune & Stratton, Inc., 1954. 

1. Antibiotic-Resistant Micrococci (Staphylococci), editorial, J. A. M. A. 
156: 608-609 (Oct. 9) 1954. 

2. Penner, A., and Bernheim, A. I.: Acute Postoperative Enterocolitis: 
A Study on the Pathologic Nature of Shock, Arch. Path. 27 :966-983 
(June) 1939. 
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fered from one or more thromboembolic complications 
before death. 3. The contrast in death rate was cop. 
fined to the period of effective anticoagulant therapy, 
namely, the period from the fourth day of anticoagulant 
therapy through four days after the last dose. Of the 
treated group 9.5% died during this period compared 
to 17.4% of the control group during the corresponding 
days of illness. In the control group there were 41.2 
thromboembolic complications per hundred patients, and 
in the treated group 13.1 complications per hundred 
cases, of which 9 occurred while the patients were re- 
ceiving anticoagulant therapy. 

The advantages in anticoagulant treatment were most 
apparent in the older age group, in those 10% or more 
overweight, in patients with certain types of arrhythmias, 
and in those with congestive heart failure. Autopsy 
studies confirmed the effects of anticoagulants in reducing 
the thromboembolic complications in the treated group 
as compared with the controls. The reduction of mural 
thrombi was statistically significant, as was that of extra- 
cardiac complications. The findings emphasized that 
even careful physicians are unable to diagnose large 
numbers of thromboembolic complications, some of 
which are serious for the patient. The autopsy studies also 
demonstrated that hemorrhage is a common complica- 
tion of myocardial infarction untreated by anticoagu- 
lants; for example, hemorrhage into the tissues was found 
to be practically universal at the site of the infarction and 
was associated with cardiac rupture, pericarditis, and em- 
bolic infarcts in the kidneys and lungs. Although anti- 
coagulants increased the risk of hemorrhage, most hem- 
orrhages were of a very minor nature. Deaths from 
hemorrhage occurred in 1.25 cases per hundred in the 
control series and in 2 cases per hundred in the cases 
treated with anticoagulants, a difference of 0.75 cases 
per hundred patients. 

The authors of this report point out that not all readers 
will agree with every one of the conclusions reached. 
Nevertheless, while the use of anticoagulants for the 
treatment of myocardial infarction in many instances is 
important, the study itself demonstrates the value of 
thoroughness and proper methodology, factors that 
should be applied in evaluating new methods of treat- 
ment and new drugs. Such an approach is salutary for the 
medical and pharmaceutical professions and of the great- 
est service to the public at large. 


MICROCOCCUS PSEUDOMEMBRANOUS 
ENTEROCOLITIS, A COMPLICATION 
OF ANTIBIOTIC THERAPY 


A recent editorial in THE JOURNAL ' called attention 
to the phenomenon of emergence of antibiotic-resistant 
micro-organisms. Micrococcus pyogenes (Staphylococ- 
cus aureus) appears to be the most consistent of all 
micro-organisms in showing resistance to the action of 
the antibiotics. The increasing incidence of postoperative 
pseudomembranous enterocolitis observed in the past 
few years suggests that this phenomenon is related to the 
increase in antibiotic-resistant micro-organisms as a re- 
sult of the universal use of antibiotic drugs. Penner and 
Burnheim ? reviewed in 1939 the literature on acute 
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stoperative enterocolitis. They reported also on 40 
zases of pseudodiphtheritic ulceronecrotic enteritis, coli- 
tis, OF enterocolitis selected from the postmortem ma- 
terial for the preceding 10 years at the Mt. Sinai Hos- 
ial in New York. This lesion developed consequent to 
dominal operations but also after a lobectomy and in 
astients suffering from extensive burns and gastrointesti- 
# hemorrhage. Finney reported in 1893 what appears 
to be the first incident of a fatal enterocolitis developing 
ina patient 10 days after a pyloric resection and gastro- 
enterostomy for benign pyloric obstruction. 

Dixon and Weismann® state that acute pseudo- 
membranous ileocolitis has been encountered in the 
\ayo Clinic at autopsy in a wide variety of both medical 
and surgical conditions. During the period from 1940 to 
1947 there were 23 cases seen. The clinical picture was 
one of rapidly progressing circulatory collapse with fever, 
diarrhea, abdominal distention, and vomiting. Kleckner 
and co-workers * reported from the-same clinic 14 cases 
of pseudomembranous colitis in which the disease was 
ot preceded by a recent operation on the abdomen. They 
tress the sudden onset of profound circulatory collapse 
that proved resistant to the usual supportive measures. 
At autopsy segments of the small and large intestine 
showed that mucosa had been replaced by a gray fibrinous 
membrane, which on microscopic examination was seen 
to consist of necrotic cellular debris, leukocytes, and 
bacteria. The submucous layer was markedly edematous 
and hyperemic. 

Speare ° in a recent communication also emphasizes 
the increasing occurrence of pseudomembranous entero- 
colitis as a fatal postoperative complication. This com- 
plication appeared to be related to the emergence of 
antibiotic-resistant strains of M. pyogenes. In almost all 
recent reports, pure cultures of strains of M. pyogenes 
var. aureus resistant to penicillin, streptomycin, chlortet- 
racycline (Aureomycin) and oxytetracycline (Terramy- 
tin) have been found in the stools and the intestinal le- 
sions of these patients. The normal intestinal bacterial 
ora was either absent or diminished. The consensus ap- 
pears to be that the cause of the complication is the mas- 
sive invasion of the intestinal mucosa by antibiotic-resist- 
ant strains of M. pyogenes in the absence of the normal 
bacterial flora. In his comment on the recently reported 
23 cases of this complication, Speare points out that the 
clinical picture was always the same. There may be some 
abdominal pain and nausea one or two days after a suc- 
cessfully carried out operation. There is a mild rise in 
temperature. This is followed by a moderate or a diffuse 
diarrhea. The patient’s condition deteriorates rapidly. He 
passes into a state of shock despite blood transfusions and 
the various supportive measures. At autopsy lesions in- 
volving large areas of gastrointestinal tract are found. 
There are segments of yellowish gray and grayish brown 
diphtheritic membrane adhering to the denuded mucosa. 
This apparently is caused by the intense hyperemia and 
vascular engorgement of the underlying stroma. The 
Mucosa becomes necrotic, peels off, and with the cellular 
debris and bacteria forms the diphtheritic membrane. Of 
the 23 cases reviewed by Speare 19 were fatal. Of the 
three patients who have survived two were treated by 
‘rythromycin, which appears to be effective against M. 
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pyogenes. Diagnosis of the complication is difficult be- 
cause the condition simulates a number of postoperative 
complications such as peritonitis, intestinal obstruction, 
coronary thrombosis, or pulmonary embolism. 

Dearing and Heilman ° state that resistant strains of 
pyogenes have developed in some of the hospitalized pa- 
tients of the Mayo Clinic as a result of administration of 
chlortetracycline or oxytetracycline and that these re- 
sistant strains of Micrococcus may produce varying de- 
grees of gastrointestinal and systemic reactions. They 
found that erythromycin will eliminate these resistant 
strains of micrococci from the intestinal tract and 
promptly alleviate the untoward symptoms. 

Speare suggests that patients who are to be operated 
on should have stool cultures done before the operation. 
If micrococci are found they should be eliminated before 
operation by erythromycin or one of the newer antibi- 
Otics to which micrococci have not yet developed re- 
sistance. In the postoperative period spot checks of stool 
cultures should be made every two days. If micrococci 
appear immediate treatment should be instituted before 
the development of the fulminating and circulatory col- 
lapse. 

Since prophylaxis is always the best treatment, it 
should be emphasized that antibiotic drugs should be used 
only when they are definitely indicated and certainly 
should not be used indiscriminately and promiscuously 
for the treatment of minor illnesses. 

The impression gained from the review of the recent 
papers on the subject is that the complication, although 
rare, is definitely on the increase. The causative factor 
appears to be the emergence of antibiotic-resistant micro- 
cocci and their effect on the intestinal flora of the post- 
operative patient. 


POISONING IN CHILDREN 


In the United States in 1949-1950 the number of 
deaths per year due to accidental poisoning in children 
under 5 years of age was 2.6 per 100,000 population, or 
four times that of Great Britian. This fact indicates a 
carelessness or complacency that cannot be condoned.' 
Add to this the fact that for each child who dies from this 
cause many recover and that many of these are left crip- 
pled by lead encephalitis, liver or kidney damage, and 
cicatricial closure of the esophagus, and the magnitude 
of the problem, far exceeding that of poliomyelitis, be- 
comes apparent. 

Anything can be poisonous if taken in excess. One- 
third of all accidental poisonings in the age group and 
period mentioned were due to the ingestion of drugs. The 
commonest of these drugs were salicylates, mostly aspirin. 





3. Dixon, C. F., and Weismann, R. E.: Acute Pseudomembranous 
Enteritis or Enterocolitis: A Complication Following Intestinal Surgery, 
S. Clin. North America 28: 999-1023 (Aug.) 1948. 

4. Kleckner, M. S., Jr.; Bargen, J. A., and Baggenstoss, A. H.: Pseudo- 
membranous Enterocolitis: Clinicopathologic Study of Fourteen Cases in 
Which the Disease Was Not Preceded by an Operation, Gastroentero.ogy 
21: 212-222 (June) 1952. 

5. Speare, G. S.: Staphylococcus Pseudomembranous Enterocolitis, a 
Complication of Antibiotic Therapy, Am. J. Surg. 88: 523-534 (Oct.) 1954. 

6. Dearing, W. H., and Heilman, F. R.: Micrococcic (Staphylococcic) 
Enteritis as a Complication of Antibiotic Therapy: Its Response to Erythro- 
mycin, Proc. Staff Meet., Mayo Clin. 28: 121-134 (March 11) 1953. 
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We seem to be a nation of aspirin eaters, and there are 
few households in which a supply of this drug in one form 
or another cannot be found. Among the more trouble- 
some salicylate products from the standpoint of children 
is the aspirin tablet containing sugar and a flavoring agent. 
Other hazards are found in such common household 
items as liniment, bleaching agents, lighter fluid, cleaning 
fluid, insect spray, rat poison, permanent wave solution, 
shampoo, nail polish remover, antifreeze, detergents, 
furniture polish, ammonia water, and kerosene. Kero- 
sene poisoning is made more likely by the practice of 
keeping this substance in a soft drink bottle. In some in- 
stances such a bottle is used to catch the drippings from a 
leak in the fuel line of a kerosene stove. That many chil- 
dren have been poisoned by chewing lead paint or by lead 
fumes resulting from the burning of old battery casings 
should not be forgotten. 

In his earliest years the child must be protected by con- 
stant vigilance and by keeping poisonous substances out 
of his reach, but as he grows older this becomes impos- 
sible and training must be relied on. Despite normal pre- 
cautions a child may swallow something poisonous. If 
his mother sees him she should induce vomiting and call 
a physician so that the child may be observed until the 
danger of any serious consequences is past. Often, how- 
ever, no one sees the child swallow the poison and, when 
subsequently he becomes sick, poisoning may not even 
be suspected or, if suspected, the nature of the poison 
may be unknown. 

Because of a growing awareness of this problem a Com- 
mittee on Toxicology under the sponsorship of the Coun- 
cil on Pharmacy and Chemistry of the American Medical 
Association has been established to study the health prob- 
lems of chemical products such as drugs, cosmetics, pes- 
ticides, cleaning and polishing agents, paints, automobile 
maintenance and performance-enhancing chemicals, art 
and hobby supplies, and similar materials that may be 
found in and about the home. Furthermore, the Commit- 
tee on Pesticides of the American Medical Association 
has made reprints of the material in its scientific exhibit 
entitled “Accidental Poisoning in Children” available to 
the lay and professional public. Another important step 
in the prevention of this type of accident is the establish- 
ment in several large cities of poison control centers that 
cooperate with such local hospitals as wish to be included 
in the program and with local urban and suburban health 
departments. These centers keep abreast of the recent 
advances in the treatment of all kinds of poisoning, com- 
pile information on the poisonous constituents of house- 
hold products, and provide a consultant service to interns 
and physicians who are confronted with patients who have 
swallowed a poison. 

Most cases of accidental poisoning in children are 
preventable, and, when a child does swallow a poisonous 
substance, prompt and appropriate treatment will save 
life or prevent crippling. The cooperative efforts now be- 
ing brought to bear on this problem should go far to 
bring the record of the United States up to that of 
other highly industrialized countries. 





2. Arena, J. M.: Poisoning in Infants and Children, Pediat. Clin. North 
America 1: 771-785 (Nov.) 1954. 





J.A.M.A., Jan. 22, 1955 


REEVALUATION OF ANTIBIOTIC THERApy 


Although we have been using antibiotics for over 19 
years, this group of drugs is still relatively new and some 
of the most valuable antibiotics are likely yet to be dis. 
covered. It is well to pause occasionally and see wha 
has been accomplished in this field, and this Altemeie; 
and his co-workers have done (insofar as it applies to 
surgery) in an article in this issue (page 305). Their 
warning against a false sense of security regarding the 
control of infection in patients with penetrating wound: 
of the abdomen is especially timely, and their finding of 
serious infection in 29 of 31 such patients believed to be 
free from infection indicates the extent to which a surgeon 
may carry self-hypnosis. Now that a multiplicity of anti- 
biotics are available it is essential that the surgeon know 
how to choose the one most likely to benefit a given pa- 
tient, how to use it wisely, and the limitations and dangers 
connected with its use. : 

Although in vitro sensitivity tests are of great value 
and should be performed as soon as possible in treating 
patients whose infection is serious or likely to be pro- 
longed two criteria for the intelligent use of antibiotics 
may be used while awaiting the results of such tests, 
With knowledge of the location and type of wound to be 
treated an educated guess as to the organisms to be ex- 
pected in the wound may be made and an antibiotic ef- 
fective against these organisms may be selected. A pre- 
sumptive diagnosis can also be based on a gram-stained 
smear taken from the wound. 

Three causes of untoward reactions following the giv- 
ing of antibiotics are now recognized: toxic reactions to 
too large a dose of the drug, hypersensitivity reactions, 
and the favoring of an overgrowth of pathogens normally 
suppressed by the organisms inhibited by the antibiotic. 
In working with so valuable a group of therapeutic agents 
constant vigilance is required to prevent their falling into 
disrepute through injudicious use. 


CARRYING NARCOTICS IN FOREIGN TRAVEL 


Under the Narcotic Drugs Import and Export Act, not 
even a physician may lawfully take narcotic drugs with 
him when leaving or reentering the United States or an) 
territory under its control or jurisdiction, unless he first 
secures appropriate permits. Apparently unaware of the 
law, some physicians have carried a small quantity oi 
narcotic drugs in their medical bags, and on their re- 
turn to the United States these drugs were seized and for- 
feited in accordance with the statute. The same restric- 
tions apply to patients for whom narcotic drugs are pre- 
scribed. The U. S. Bureau of Narcotics cautions that 
narcotic drugs should not be carried by patients traveling 
in foreign countries, since the drugs are subject to seizure 
and forfeiture if discovered by customs authorities. Nor- 
mally, patients in a traveling status on board a ship ma) 
receive medical attention from the ship’s physician, ané 
drugs may be secured from the ship’s medical chest. 
When the patient lands in the country of destination, 
drugs should then be secured in the normal, lawful man- 
ner of that country. 
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ORGANIZATION SECTION 


MONTANA MEDICAL ASSOCIATION 


To permit readers of THE JouRNAL to become better ac- 
quainted with the activities of state medical associations, articles 
describing them will appear from time to time in these pages. 
—ED. 

More than 76 years ago, seven physicians published the fol- 
lowing notice in the newspapers in the Territory of Montana: 
“To the Physicians of Montana: Believing that the formation 
of a Territorial Medical Association would advance the best 
interests of our noble profession, and that it would be very 
pleasant to meet and compare experiences, and become better 
acquainted with each other; and that there should be some steps 
taken, at an early day, to preserve the medical history of our 
ferritory, which has such a splendii future; Therefore, we, 
the undersigned, respectfully and cordially invite all regular phy- 
sicians, resident of Montana, to meet us at Helena, Jan. 29th, 
1879, for the purpose of organizing a Territorial Medical Asso- 
ciation.” Pursuant to this call to organize a medical association, 
nearly all the physicians of Montana met in the Court House 
at Helena, on Jan. 29, 1879. The following permanent officers 
were elected during the afternoon session: president, Dr. E. T. 
Yager, Virginia City; first vice-president, Dr. William Parberry, 
White Sulphur Springs; second vice-president, Dr. G. W. Mon- 
roe, Bozeman; corresponding secretary and historian, Dr. E. D. 
Leavitt, Glendale; recording secretary, Dr. W. R. Bullard, 
Helena; and treasurer, Dr. A. H. Mitchell, Deer Lodge. On 
the next day the Constitution and By-Laws of the Medical Asso- 
ciation of Montana were adopted. The preamble reads: “We, 
the undersigned physicians, constitute ourselves a society for the 
purpose of mutual interchange of medical knowledge, the ad- 
vancement of medical science and the cultivation of social inter- 
course, and agree to be governed by the following Constitution 
and By-Laws and by the Code of the Ethics of the American 
Medical Association.” At the first annual business and scientific 
meeting, Oct. 1 to 3, 1879, the association agreed to transmit 
to the Superintendent of the Census of the United States a rec- 
ord of the number and causes of death of the citizens of the 
territory and thus took what was probably the first step toward 
establishment of a department of vital statistics, one of the im- 
portant factors of today’s public health services. 

By 1890, eligibility for membership included the possession 
on the part of the applicant of a permanent certificate to prac- 
tice medicine, issued by the Montana State Board of Medical 
Examiners. By 1892, local societies had been formed and, as 
an additional requirement for membership, physicians had to be 
members of the local society, if there was one in their locality. 
A resolution passed at the meeting in April, 1891, was: “Re- 
solved, that it is the sense of this Association that the reporting 
of medical and surgical cases to the daily newspapers for pub- 
lication, naming in connection therewith, the physician or sur- 
geon in attendance, or the admitting of newspaper reporters 
{0 witness surgical operations with the purpose of having an 
account of them published, is a gross violation of medical ethics 
and this Association sets the seal of its unqualified condemna- 
ion On such procedures.” 

According to Montana Health (July-August, 1949, page 2), 
“As early as 1894, Dr. W. H. Gelsthorpe of Rimini introduced 
the subject of organizing a State Board of Health. An epidemic 
of smallpox was prevalent in Deer Lodge and Silver Bow 
counties in 1893, and the necessity for the organization of a 
State Board of Health was apparent to the medical profession 
of the state, and particularly to those having charge of the 
health departments over the state, in their efforts to stay the prog- 
tess of the epidemic and prevent its spreading to other counties 
of the State. . . . In the years that have followed, the medical 
association has been the leader or strong supporter of all laws 
Promulgating for the welfare of the citizens of the state and 





has recommended, by resolutions to municipalities and govern- 
ing bodies, the enforcement of these laws and urged the coopera- 
tion of all members of the profession.” 

On Aug. 22, 1903, the association was first incorporated as 
the Medical Association of the State of Montana for a period 
of 21 years, and on Jan. 9, 1951, it was reincorporated as the 
Montana Medical Association. It has become an increasingly 
important factor in the improvement of the health of the citizens 
of Montana and in the political and economic life of the 
state. The membership has increased with each succeeding year, 
until today there are 467 active, 13 service, 9 honorary, and 
42 inactive members. The 30 standing and special committees 
sponsor and are responsible for all the programs of professional 
and public interest. The committee on school health, during 
1950 and again during 1952, sponsored statewide conferences 
on physicians and schools and, during 1953 and 1954, a series 
of local conferences on school health in each of the larger com- 
munities in the state. The public relations committee has pro- 
moted emergency call systems in all the larger communities in 
the state and has developed a physicians’ placement service that 
has located physicians in all the communities in the state where 
needed. The committee has developed excellent relations with 





Offices of the Montana Medical Association are located on the third 
floor of this building at 1236 N. 28th St., Billings. 


the press throughout the state and regularly publishes health 
columns in several journals with a statewide circulation. At 
the annual meeting of the association in 1950 the house of dele- 
gates approved the establishment of a mediation committee to 
adjudicate complaints about the professional conduct or pro- 
fessional services of any member of the association. Every year 
the association sponsors an annual and an interim session, at 
each of which both business and scientific sessions are con- 
ducted. The scientific portion of the annual meeting generally 
features outstanding clinicians from outside the State of Mon- 
tana, whereas the speakers at the scientific meeting of the interim 
session are generally limited to members of the association. 
Each month the executive office of the association publishes 
a bulletin that is sent to all physicians in the state. The Rocky 
Mountain Medical Journal is the official publication of the Mon- 
tana Medical Association. The officers of the association for 
the current administrative year, which will end Sept. 17, are: 
president, Dr. John J. Malee, Anaconda; president-elect, Dr. 
George W. Setzer, Malta; vice-president, Dr. Harvey L. Case- 
beer, Butte; secretary-treasurer, Dr. Theodore R. Vye, Billings; 
assistant secretary-treasurer, Dr. Park W. Willis Jr., Hamilton: 
Delegate to the American Medical Association, Dr. Raymond 
F. Peterson, Butte; and Alternate Delegate to American Medi- 
cal Association, Dr. Paul J. Gans, Lewistown. Mr. L. R. Heg- 
land, appointed the first executive secretary of the association 
in March, 1950, has served since that date. 
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MEDICAL NEWS 


CALIFORNIA 


Dr. Muller Appointed Professor of Surgery at Virginia.—Dr. 
William H. Muller Jr., associate professor of surgery, University 
of California Medical Center at Los Angeles, has been appointed 
professor and chairman of the department of surgery at the 
University of Virginia Department of Medicine, Charlottesville. 
Dr. Muller fills the chairmanship that has been left vacant since 
the retirement of the late Dr. Edwin P. Lehman, Sept. 1, 1953. 





Conference on Clinic Management.—Three schools on the Los 
Angeles campus of the University of California will join with 
University Extension to present a West Coast Conference on 
Clinic Management, in cooperation with the National Associ- 
ation of Clinic Managers, Feb. 11-13. The theme of the meeting 
is “The ABC’s of Clinic Organization.” The conference is de- 
signed for persons interested in medical clinics, such as clinic 
managers, attorneys, and accountants, and graduates of approved 
medical schools interested in the formation of clinics. Registra- 
tion is limited and contingent on the consent of the conference 
planning committee. Registration at the Los Angeles Country 
Club, 10101 Wilshire Blvd., at 4 p. m. on Friday will be followed 
by a 6:30 dinner, at which Dr. Stafford L. Warren, dean, Univer- 
sity of California at Los Angeles School of Medicine, will be one 
of the speakers. Ensuing sessions will be held on the university 
campus and nearby locations. Enrollment for the conference will 
be $23.75, including luncheons on the campus on Saturday and 
Sunday. Arrangements for the dinner Friday at the Country 
Club and for a dinner Saturday at the Miramar Hotel, Santa 
Monica, should be made directly with Mr. Ross Ferrar, the 
Beverly Hills Clinic, 133 S. Laskey Dr., Beverly Hills. The 
charge for each dinner ($5.15) includes tax and tip. Application 
should be made promptly. Information is available on request 
to University of California Extension, Los Angeles 24 (BRad- 
shaw 26161). 


DELAWARE 

State Medical Election.—Newly elected officers of the Medical 
Society of the State of Delaware include Dr. Lewis B. Flinn, 
Wilmington, president; Dr. Glenn W. Van Valkenburgh, George- 
town, president-elect; Dr. E. Harold Mercer, Dover, vice- 
president; Dr. Norman L. Cannon, Wilmington, secretary: and 
Dr. Charles Levy, Wilmington, treasurer. 


Personal.—Dr. George H. Gehrmann, Wilmington, director, 
medical division, E. I. Du Pont de Nemours and Company, 
recently retired from that position. Dr. Allan J. Fleming. who 
has been assistant director since 1948, was appointed to succeed 
Dr. Gehrmann as head of the division. Dr. Constance A. 
D’Alonzo, assistant to the management of the division, was 
named assistant director. 


FLORIDA 

Society News.—The Greater Miami Eye, Ear, Nose and Throat 
Society recently elected Dr. Ralph E. Kirsch, Miami, president; 
Dr. Garland M. Johnson, Ft. Lauderdale, vice-president; and 
Dr. James H. Mendel Jr., Miami, secretary. Meetings will be 
held quarterly (February, May, October, and December), at the 
Seven Seas Restaurant. 


Meeting on Cardiology.—Dr. Howard B. Sprague, clinical asso- 
ciate of medicine, Harvard Medical School, Boston, will speak 
on Jan. 27 at 8:15 p. m. in Memorial Hall, Jackson, on “The 
Clinical Value of Phonocardiography.” Dr. Sprague, who is 
chief of the medical staff at House of the Good Samaritan, is 
past president of the American Heart Association, International 
Society of Cardiology, and American College of Physicians. 





Physicians are invited to send to this department items of news of general 
interest, for example, those relating to society activities, new hospitals, 
education. and public health. Programs should be received at least three 
weeks before the date of meeting. 


ILLINOIS 


Hospital Supply Corporation Acquires V. Mueller & Company, 
—The American Hospital Supply Corporation of Evanston ap. 
nounces the acquisition of V. Mueller & Company, a well-known 
firm that manufactures surgical supplies and equipment. The 
Mueller company has major sales, service, and distribution 
facilities in Chicago; Rochester, Minn.; and Dallas and Houston, 
Texas, and sales representatives in 17 states. Included in the 
consolidation is its subsidiary, Star Surgical Instrument and 
Manufacturing Company, Chicago. 


Chieago 

Pediatric Conference at County Hospital—The attending staf 
of the children’s division of the Cook County Hospital will hold 
a clinical pathological conference Jan. 25, 7:30 p. m., in the 
Children’s Amphitheatre, 700 S. Wood St. A symposium on 
gastroenteritis and kernicterus in infancy will be presented. 


Round-Table Discussion on Cancer.—Weekly 5 o'clock round 
tables on cancer are being presented by the University of Chicago 
at Billings Hospital, Room P-117, as follows: 

Jan. 24, Tumors of the Thyroid and Parathyroid Glands. 

Jan. 31, Tumors of the Mouth and Nasopharynx. 

Feb. 7, Cancer of the Breast. 

Feb. 14, Tumors of the Trachea and Lungs. 

Feb. 21, Tumors of the Esophagus and Stomach. 

Feb. 28, Tumors of the Kidneys and Adrenal Glands. 

March 7, Tumors of the Bone. 

March 14, Tumors of the Central Nervous System. 
All students and members of the profession are cordially 
invited. 


Professor Eerland to Address Joint Meeting.—At a joint meet- 
ing of the Illinois chapter, American College of Chest Physicians, 
and the Chicago Tuberculosis Society, Jan. 28, at the St. Clair 
Hotel (162 E. Ohio St.), Dr. L. D. Eerland, professor of surgery 
at the University of Groningen, the Netherlands, and regent of 
the American College of Chest Physicians for the Netherlands, 
will present “Surgical Resection in Pulmonary Tuberculosis: 
Review of 1,000 Cases.” A fellowship hour at 6 p. m. will be 
followed by a dinner in honor of Dr. Eerland. All physicians 
are cordially invited to attend. Reservations for the dinner may 
be made by telephoning Mrs. Harriet Kruse at the executive 
offices of the American College of Chest Physicians, MOhawk 
4-0094. 


Society News.—On Jan. 25, 8 p. m., Dr. Eugene M. K. Geiling 
will discuss “The Impact of the Atomic Age on the Biological 
Sciences” before Volunteer Medical Company 9-20, U. S. Naval 
Reserve, at the Veterans Administration Research Hospital, 
Room A-302, 333 Huron St. (MO 4-6600). The Chicago 
Society of Physical Medicine and Rehabilitation will meet Jan. 
26, 8 p. m., at the Stritch School of Medicine of Loyola Univer- 
sity, 706 S. Wolcott Ave. Guest speakers who will discuss 
“Organic Speech Problems and Aphasia and Their Treatment” 
are Harold Westlake, Ph.D., Northwestern University, School 
of Speech Pathology (The Physiological Structural Support for 
Speech) and Joseph Wepman, Ph.D., University of Chicago 
(Recovery of Language as Related to Rehabilitation of Aphasic 
Patients). 





MASSACHUSETTS 

Bequest to Medical School.—The late Dr. George G. Averill of 
Waterville, Maine, who died Sept. 19, 1954, at the age of 84, 
left a bequest of $50,000 to his alma mater, Tufts College 
Medical School, Boston. Dr. Averill, a physician-philanthropist- 
industrialist who made many large financial gifts to educational 
and other institutions, practiced in Enfield and then in Cam- 
bridge for 15 years. 


Meeting on Hepatitis—At a meeting of the Boston Gastro- 
enterological Society in the Cheever amphitheatre of the Boston 
City Hospital, Jan. 26, at 8:15 p. m., Dr. John R. Neefe, associ 
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ate in medicine, University of Pennsylvania School of Medicine, 
philadelphia, will talk on hepatitis. Discussants will be Drs. 
sydney S. Gellis, assistant professor of pediatrics, and Perry 
James Culver, associate in medicine, Harvard Medical School, 


Boston . 


Course in Dermatology.—The Graduate School of Tufts College 
announces a two year course in dermatology, leading to the 
Jegree of master of science. The course will be given at the 
goston City Hospital, under the direction of Dr. Bernard Appel, 
iynn, physician-in-chief for diseases of the skin. Residents in 
dermatology at the Boston City Hospital are eligible to enroll in 
this course. Information may be obtained from the office of the 
dean, Graduate School, Tufts College, Medford 55. 


MICHIGAN 
Annual Clinic Day.—Mount Carmel Mercy Hospital will ob- 
serve its 16th annual clinic day Jan. 26, when the following 
program will be presented: 
John W. Huffman, Chicago, Urogenital Fistula: Diagnosis and Treatment 
Robert E. Gross, Boston, Pediatric Surgical Problems. 
Henrv L. Bockus, Philadelphia, Functional Disorders of the Digestive 
Tract. 
J. William Hinton, New York, Experimental and Clinica! Data Deter- 
mining the Operation of Choice in Duodenal Ulcer. 
Irving S. Wright, New York, Cerebral Vascular Diseases. 
Bradley L. Coley, New York, Malignant Transformation in Benign 
Lesions of Bone. 
Charles B. Puestow, Chicago, Benign Pancreatic Disease. 
At luncheon, 12:30 p. m. (compliments of the Sisters of Mercy), 
Gordon H. Scott, Ph.D., dean, Wayne University College of 
Medicine, Detroit, will give an “Interpretation of Medical 
Education.” 


Symposium on Blood.—Wayne University College of Medicine, 
Detroit, will hold its fourth annual Symposium on Blood, Jan. 22, 
in the auditorium of the college, 645 Mullett St. Out-of-state 
speakers include: 
Helen M. Ranney, New York, Some Genetic Aspects of Hemog!obin. 
Peter B. Samuels, Montreal, Canada, Venous Endothelium and Its Reia- 
tion to Thrombosis. 
Charles A. Owen, Rochester, Minn., How the Clinical Pathologist Can 
Help the Clinician in Bleeding Diseases. 
Benjamin Alexander, Boston, Blood Hypercoagulability in Pregnancy. 
Morris Tager, Atlanta, Ga., The Coagulase Reacting Factor and Its 
Relationship to Prothrombin. 
John R. Carter and Emory D. Warner, lowa City, Significance of Disulfide 
Linkage in Clotting Systems. 
George D. Penick, Chapel Hill, N. C., Tissue Trauma and Blood 
Coagulation. 
Theodore H. Spaet, San Francisco, Studies on the Stability of Anti- 
hemophilic Factor. 


MINNESOTA 

Mayo Lectures—The Mayo Clinic and Mayo Foundation an- 
nounce a program of lectures and discussions on problems of 
current interest in the general fields of medicine and surgery, 
April 19 to 22. Those wishing to attend should write to Dr. 
Nelson W. Barker, Mayo Clinic, Rochester, before March 1. 
Applications will be honored in the order received. There is no 
registration fee. 


MISSOURI 


Dr. Kelling Honored.—The citizens of his community recently 
honored Dr. George A. Kelling, Waverly, at a meeting at which, 
in behalf of the community, Col. L. B. Wycoff of Weniworth 
Military Academy presented a bronze plaque, which read: “Pre- 
sented to George A. Kelling, M.D., by the citizens of Waverly 
as a token of appreciation for his forty-seven years of tireless 
endeavor in the practice of his profession, and for his never- 
ending interest in the promotion of community development.” 





Essay Contest for Interns.—The St. Louis Medical Society offers 
three awards ($100, $75, and $25) to interns of local hospitals 
for the best manuscripts submitted during 1954-1955 dealing 
with investigations made during their internship. The contest is 
limited to qualified junior or senior interns, or residents of any 
grade, serving on any service regularly appointed by the recog- 
nized hospitals in St. Louis and St. Louis County. The contest is 
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not open to fellows or trainees unless they were duly appointed 
and served as regular house officers at one or more of the desig- 
nated hospitals during 1954-1955. Material must be presented 
in double-spaced, typed form and must be related to medical 
science. Manuscripts must be submitted to the secretary of the 
St. Louis Medical Society, 3839 Lindell Blvd., St. Louis 8, by 
May 1. 


NEW YORK 


Lecture on Cardiac Surgery.—In observation of the fifth anniver- 
sary of the establishment of the rheumatic fever and congenital 
cardiac service in the department of pediatrics at Jewish Chronic 
Disease Hospital, Dr. Robert E. Gross, Ladd professor of 
children’s surgery, Harvard Medical School, Boston, will present 
“Certain Aspects of Cardiac Surgery” at 8:30 p. m., Jan. 27, in 
the auditorium, Freeman Pavilion. Discussants will be Drs. 
Clarence Dennis, professor of surgery, State University of New 
York College of Medicine, New York City, and Currier Mec- 
Ewen, dean and associate professor of medicine, New York 
University College of Medicine. Guests are welcome. 


Bicentennial Anniversary of Moscow University.—On Jan. 25 
at the New York Academy of Medicine, New York City, the 
Russian Medical Society of New York will hold a special meet- 
ing dedicated to the bicentennial anniversary of Moscow Uni- 
versity. An address will be delivered by Michael M. Novikoff, 
former professor and president of Moscow University. “My 
Student Years at the Moscow University” will be the topic of 
Dr. Lazar S. Rosenthal, Brooklyn, president of the society and 
former professor of bacteriology at.the university, and Dr. 
Gregory I. Altschuller, author of “The Czar and the Doctor,” 
will discuss “The Moscow University and Russian Medical 
Science.” 


Warning: Applicant for Internship.—Hospitals in the New York 
metropolitan area and the outlying areas are warned of the 
possibility that one Louis David Rifield (see illustration) will 
seek appointment as an intern on alleged Swiss credentials. In 





Louis David Rifield. 


making such an application to one hospital in the New York 
metropolitan area, Mr. Rifield alleged that his home was in 
Franklin, Ind.; that he was a graduate of the Franklin High 
School and of Purdue University; and that he had attended the 
University of Freiburg, Germany, from 1949 to 1951 and the 
University of Basel, Switzerland, graduating in medicine on 
June 7, 1954. He further alleged that he had taken a one year 
postgraduate course at Columbia University, 1948-1949. He 
also claimed to have taken externships in medicine, surgery, and 
pathology during the summer months while on vacation from 
medical school and to have interned in Brooklyn. The fact is 
that Mr. Rifield has no degree in medicine, but attended a high 
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school in Brooklyn and had two years at an accredited university 
in New York and one year at the University of Basel, in a 
medical course for which no examinations were taken. 


New York City 

Meeting on Cor Pulmonale.—At 8:30 p. m. Jan. 25, the New 
York Heart Association will present a panel session on cor 
pulmonale: physiopathology, diagnosis, and treatment, with Dr. 
Dickinson W. Richards as moderator and Drs. Andre Cournand, 
Rejane M. Harvey, Charles E. Kossman, and Louis Leiter as 
panel members. The meeting will be held at Hosack Hall, New 
York Academy of Medicine Building, 2 E. 103rd St. 





Psychiatric Clinic Center.—As part of the reorganized after-care 
clinic program of the state department of mental hygiene, a new 
clinic center was recently opened in the Bronx at 1910 Arthur 
Ave., with a case load of about 1,000 convalescent-care patients 
who live in the Bronx. Dr. Donald M. Carmichael is director 
in charge of the reorganized after-care program, and Dr. Dorothy 
L. Loynes, assigned from the staff of Pilgrim State Hospital, 
West Brentwood, is psychiatrist in charge of the new clinic. 


Meeting on Local Health Services.—The seventh annual meeting 
of the National Advisory Committee on Local Health Depart- 
ments will convene at Sloane House, 356 W. 34th St., from 
9:15 a. m. to 4:30 p. m., Jan. 24, to consider “Citizen Attitudes 
in the Development of Local Health Services.” The morning 
session will be devoted to a panel, “A Look at Some Local 
Situations.” After luncheon ($2) Dr. William R. Willard and the 
audience will be interlocutors at a group interview, “What Can 
We Do About It?” 


Academy Medical Research Forum.—A medical research forum 
will be held by the New York Academy of Medicine in room 
440, 2 E. 103d St., Jan. 26, at 8 p. m. The following presenta- 
tions have been scheduled: 

Cirrhosis of the Liver with Portal Hypertension in Cystic Fibrosis of the 
Pancreas, Paul A. di Sant’Agnese. 

Thorazine/Rauwolfia Serpentina Combination in the Treatment of Essen- 
tial Hypertension (Preliminary Report), Harold B. Eiber and A. Allen 
Goldbloom. 

Thyroidal Uptake and Plasma Level of Radioactive Iodine in the Diag- 
nosis of Untreated Hyperthyroidism, Robert A. Newburger, Solomon 
Silver, Stephen B. Yohalem, and Sergei Feitelberg. 

Occurrence of Myeloid Leukemia in Patients with Metastatic Thyroid 
Carcinoma Following Prolonged Massive Radioiodme Therapy, 
Samuel M. Seidlin, Edward Siegel, Samuel Melamed, and Abraham A. 
Yalow, Ph.D. 

Significance of the Depression of Individual Complement Components 
for the Differential Diagnosis of Renal Diseases, Kurt Lange, Eugene J. 
Wenk, and Lawrence B. Slobody. 

Clinical Experience with the Injection of Streptokinase Intramuscularly 
in the Treatment of Infections and Edema, Joseph M. Miller, John A. 
Surmonte, and Milton Ginsberg, Fort Edward, Md., and Frank B. 
Ablondi, A.B., Pearl River, N. Y. 

Débridement of Burn Slough by Peptidases Recovered from Clostridium 
Histolyticum, Edward L. Howes, Ines Mandl, and John D. Maclennan. 

Clinical Evaluation of the Tobacco Ballistocardiogram, Leon Pordy. 


OHIO 


Symposium on Gerontology.—A symposium on “Constructive 
Medicine in Aging: Predictable Stresses of Middle Life” was 
held at the Netherland Plaza Hotel, Cincinnati, Dec. 14, 1954, 
under the sponsorship of the William S. Merrell Company, 
which recently dedicated a new laboratory for increased study 
in the field of gerontology. The meeting was co-moderated by 
Drs. Marion A. Blankenhorn, director, department of internal 
medicine, University of Cincinnati College of Medicine, and 
Robert C. Rothenberg, president of the Cincinnati Academy of 
Medicine. The following presentations were made: 
Constructive Medicine in Aging: A Therapeutic Objective, Edward J. 
Stieglitz, Washington, D. C. 
Metabolic and Psychosomatic Disorders in Menopausal Women, Robert B. 
Greenblatt, Augusta, Ga. 
Is There a Male Climacteric? Elmer Hess, Erie, Pa. 
Adaptation for Maturity, Preston A. McLendon, Washington, D. C. 
Effects of Thyroid and Adrenal Disorders on Adaptation to Stress, 
M. Paul Starr, Pasadena, Calif. 
Patients with Healed Myocardial Infarction Should Work, William D. 
Stroud, Philadelphia. 
Stresses in Middle Life as Seen from the Psychiatrist’s Viewpoint, 
Lloyd J. Thompson, Winston-Salem, N. C. 
More than 500 physicians from Ohio, Kentucky, and Indiana 
attended the symposium. 


J.A.M.A., Jan. 22, 1955 


OKLAHOMA 

Society News.—Dr. Lee Forrest Hill, Des Moines, guest speaker 
for the Tulsa Academy of General Practice Jan. 24 at Hote] 
Tulsa, will discuss “Prevention of Behavior Problems in Chij. 
dren.” The meeting will be open to all physicians. For dinner 
reservations, 6:30 p. m., call 2-5904. The scientific program wijj 
begin at 8 p. m. 


National Guard Unit Needs Medical Officer.—A Tulsa unit of 
the Oklahoma National Guard is seeking a medical officer to 
command its medical company. Officers of the 279th Infantry, 
45th Division, announce that commissions are available up to 
the rank of major, depending on the amount of prior service. 
The duties require an Armory drill every Tuesday evening and 
two weeks of summer camp. Any Tulsa physician interested 
should contact Sgt. Gerald Finn, telephone 6-9110. Regular 
National Guard compensation is received, and credits are allowed 
toward promotions in rank. 


OREGON 

State Medical Election.—At the annual meeting of the Oregon 
State Medical Society, Dr. Archie O. Pitman, Hillsboro, was 
installed as president; Dr. Eldon G. Chuinard, Portland, was 
chosen president-elect; Dr. John R. Higgins, Baker, first vice- 
president; Dr. Theodore L. Hyde, The Dalles, second vice- 
president; Dr. Richard R. Carter, Portland, secretary; and Dr, 
Max H. Parrott, Portland, treasurer. 


Lifetime Honorary Membership.—Dr. Rudolph E. Kleinsorge, 
Silverton, president, Oregon State Board of Higher Education, 
has been awarded the first lifetime honorary membership granted 
in the 41 year history of the University of Oregon Medical 
School Alumni Association. In notifying Dr. Kleinsorge of the 
award, Dr. Howard C. Stearns, Portland, association president, 
wrote: “The officers discussed the many contributions you have 
made to your profession, to the people in your community, and 
to the commonwealth of Oregon as a physician and as a member 
of the Oregon State Board of Higher Education. Because of 
these outstanding contributions and because of the respect and 
admiration each and every one of us has for you, you were 
elected a lifetime honorary member of our organization. . . .” 
Dr. Kleinsorge, who is past president of the Marion County 
Medical Society and served in World War I, was at one time on 
the staff of the physiology department at the University of Iowa, 
Iowa City. 


PENNSYLVANIA 

Bucks County Health Director.—Dr. H. Jackson Davis, Nassau, 
N. Y., has been appointed director of the Bucks County Depart- 
ment of Health. Since 1927, Dr. Davis has been engaged in 
public health work in New York State, South America, and 
Egypt. He was chief medical officer of the New York State 
Department of Social Welfare, 1938-1945, and general con- 
sultant to the Foreign Operations Administration for Latin 
America in 1953. Headquarters of the Bucks County health 
department are in the Bucks County Office Building on Monu- 
ment Square, Doylestown. 


Philadelphia 

Course on Radioisotopes.—Graduate courses of instruction in 
radioisotopes will begin Feb. 1 at Hahnemann Medical College 
and Hospital of Philadelphia. The courses, conducted by Arthur 
W. Wase, Ph.D., assistant professor of biological chemistry, will 
include theory and laboratory work in “Elements of Isotope 
Methodology.” Prerequisites include a bachelor’s or advanced 
degree. 


Research in Microbiology.—A new unit has been set up under 
joint auspices of the University of Pennsylvania and the Wistar 
Institute of Anatomy and Biology for the expansion of medical 
research through the investigation of problems in microbiology 
and medicine. Studies are being undertaken in infectious disease 
processes and the host-cell-parasite relationship in man and ant- 
mals. Located at 36th and Locust streets in laboratories of the 
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Wistar Institute, the new unit is in charge of Dr. Geoffrey W. 
Rake, research professor of microbiology in medicine in both 
the medical and veterinary medical schools of the university. 


TEXAS 

Medical Assembly at San Antonio.—The 19th annual midwinter 
meeting of the International Medical Assembly of Southwest 
Texas will convene at the Municipal Auditorium in San Antonio, 
Jan. 24 to 26. Speakers include Drs. Garfield G. Duncan, Robert 
A. Kimbrough Jr., and Harold G. Scheie, Philadelphia; Drs. 
Frank Glenn and George F. Cahill, New York; Dr. William B. 
Bean, lowa City; Dr. Edward F. Brooks, Toronto, Canada; and 
Dr. Lester A. Brown, Atlanta, Ga. There will be panel discus- 
sions about “Diabetic Problems,” “Pelvic Surgery,” “Diseases 
of Thyroid,” and “Gallbladder Surgery.” A dinner dance is 
scheduled for Monday evening and a cocktail party for Tuesday. 


WASHINGTON 

Personal.—Dr. Ralph W. Stevens, Walla Walla, has been elected 
to serve as president of the Walla Walla Chamber of Commerce 
during 1955. Dr. Stevens is past president of the Walla Walla 
Valley Medical Society. 


State Medical Election.—Newly elected officers of the Washing- 
ton State Medical Association include: Dr. M. Shelby Jared, 
Seattle, president; Dr. Irvia C. Munger Jr., Vancouver, B. C., 
Canada, president-elect; Dr. Siegfried F. Herrmann, Tacoma, 
vice-president; Dr. Frederick A. Tucker, Seattle, secretary- 
treasurer; and Mr. Ralph W. Neill, Seattle, executive secretary. 


Korea Honors Dr. Rowe.—-Commander Winston J. Rowe, a 
flight surgeon in the organized reserve at Geiger Field, Spokane, 
has received the Chungmu distinguished military service medal 
for “exceptionally meritorious conduct in the performance of 
an outstanding service to the Republic of Korea.” Dr. Rowe won 
the award while assigned to the hospital ship Haven in the Far 
East. The seals of President Syngman Rhee, Prime Minister 
John M. Chang, and Dong Suk Hahn, director of the office of 
administration of Korea, are on the citation that accompanies 
the award. 


ALASKA 

Personal.—Dr. Jack B. Eason has assumed duty in Anchorage 
as the first regional health officer for the south central region 
of the Alaska Department of Health. Dr. Eason came to Alaska 
from Seattle, where he had been associated with the University 
of Washington School of Medicine as a lecturer in preventive 
medicine and public health. Previously he served as director of 
local health services for Thurston-Mason counties in Washing- 
ton and was city health officer in Spokane from 1947 to 1952. 


Recommendations by Health Survey Team.—The health survey 
team that is completing a two year survey of health conditions 
and problems in Alaska under the leadership of Dr. Thomas 
Parran, dean, University of Pittsburgh School of Public Health, 
made the following recommendations: 1. Improved nutrition 
and general living conditions of the native residents. 2. Adminis- 
tration of accepted antituberculosis drugs (streptomycin, p-amino- 
salicylic acid, and isoniazid) on an outpatient basis—that is, to 
known tuberculosis patients awaiting hospitalization. 3. Ad- 
ministration of BCG to all tuberculin-negative children. All 
children under the age of 6 years should be tuberculin-tested 
and vaccinated if negative. 4. All beds for tuberculous patients 
in Alaska should be occupied promptly, and funds for this pur- 
pose made available immediately. Contracts for additional tuber- 
culosis bed space should be made in other areas where such 
space is available. 5. The x-ray survey units of the North Star 
(ANS vessel) and the Storis (U. S. Coast Guard) should continue 
‘0 operate. Research to develop an effective air x-ray unit should 
begin at once, and such a unit should be put into operation at 
the earliest possible moment. 6. A tuberculosis specialist should 
be employed to direct the total tuberculosis control operations 
In Alaska. The investigators pointed out that, although tuber- 
culosis has dropped to third place as cause of death in Alaska, 
among the native groups the tuberculosis death rate is still 27 
limes that in the United States. 
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Anthrax in Animals.—<According to the U. S. Public Health 
Service, the Department of Agriculture reported that six small 
outbreaks of anthrax in animals occurred in five states last 
November. The source of three outbreaks was not determined, 
but infected soil was responsible for the other three. 


Meeting on Clinical Research.—The annual meeting of the 
Northwest Society for Clinical Research, an affiliate of the 
American Federation for Clinical Research, will convene at the 
Shaughnessy Hospital Auditorium, Vancouver, British Colum- 
bia, Canada, Jan. 22. In all, 16 presentations will be made. A 
buffet supper dance will be held at Capilano Canyon Gardens 
at 6:30 p. m. 


Linen Suppliers’ Health Campaign.—lIn its recently organized 
campaign for better health, the Linen Supply Association of 
America, with headquarters in Chicago, will support the Heart 
Fund Campaign during February through posters on the delivery 
trucks of its members, reading “Help Your Heart Fund Help 
Your Heart.” The posters will be carried by thousands of linen 
supply trucks in nearly every city and town in the United States. 
This is part of a year-long public relations program sponsored 
by this association. 





Western Society for Clinical Research.—The Western Society 
for Clinical Research will hold its annual meeting Jan. 28 
and 29 at the Golden Bough Theater, Carmel, Calif. The sessions 
will open Friday at 9 a. m. with the president’s address by Dr. 
David A. Rytand, San Francisco. Thirty-seven papers have 
been scheduled. Guest presentations will include “Potassium 
Washout by Enemas,” by Drs. Marcelle F. Dunning and Fred 
Plum, Seattle, and “Maximum Expiratory Flow: A Pulmonary 
Function Test,” by Dr. John F. Goldsmith, Seattle. 


Interlingua to Be Used in Publication——The American Heart 
Association announces that Interlingua, the new international 
scientific language, will henceforth be used in Circulation, its 
monthly medical journal, to summarize all articles appearing 
in that journal. Interlingua, a language composed of elements 
common to Spanish, Portuguese, French, Italian, and other 
Romance languages, was used by the Second World Congress 
of Cardiology for abstracts of papers presented at its meeting 
in Washington last September (THE JOURNAL, Nov. 27, 1954, 
page 1261). 


Meeting on Surgery of the Hand.—The American Society for 
Surgery of the Hand will hold its 10th annual meeting at the 
Biltmore Hotel, Los Angeles, Jan. 28, under the presidency of 
Dr. Joseph H. Boyes, Los Angeles. The program will include: 
Joseph L. Posch, Detroit, Tumors of the Hand. 
Philip D. Moore, Mt. Edgecumbe, Alaska, Tuberculosis of the Hand. 
James N. Wilson, Los Angeles, Providing Automatic Grasp by Flexor 
Tenodesis. 
Elden C. Weckesser, Cleveland, Congenital Subluxation of the Thumb 
into the Palm. 
Francis X. Paletta, St. Louis, Vasomotor Reactivity in Dupuytren’s 
Contracture. 
Sterling Bunnell, San Francisco, Surgery of Rheumatic Hands. 
J. Leonard Goldner, Durham, N. C., Volkmann's Contracture 
Daniel C. Riordan, New Orleans, Congenital Absence of the Radius. 
J. Edward Flynn, Boston, Adduction Contracture of Thumb. 


Meeting of Anesthetists —The Association of University Anes- 
thetists will meet at Duke University, Durham, N. C., Jan. 22 
and 23. Saturday morning presentations will be made by the 
following physicians: Will C. Sealy, Glenn Young, Howard M. 
Ausherman, and Bryon M. Bloor, Durham, N. C., and Duncan 
A. Holaday, New York. At a Saturday afternoon session, Dr. 
Joseph F. Artusio Jr., of Cornell University Medical College, 
New York, will deliver a paper. Participating in a round-table 
discussion, “What About Muscle Relaxant Drugs,” will be Drs. 
Benjamin H. Robbins, Nashville, Tenn.; William R. Brewster, 
Boston; O. Sidney Orth, Madison, Wis.; and Frederick H. Van 
Bergen, Minneapolis. Participants in a round-table discussion on 
Sunday will be Drs. John Adriani, New Orleans; Austin Lamont, 
Philadelphia; Perry P. Volpitto, Augusta, Ga.; and Leroy D. 
Vandam, Boston. The Sunday session also will include a paper 
by Dr. John B. Hickam and presentation of a film, “The Sym- 
pathetic Nervous System,” by Joseph E. Markee, Ph.D., both 
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of Duke University. Among those who will discuss the various 
papers will be Drs. Van Bergen and Robert W. Virtue, Denver; 
Benjamin Etsten, New York; Albert Faulconer, Rochester, 
Minn.; Donald F. Proctor, Baltimore; and James E. Eckenhoff, 


Philadelphia. 


Society News.—Dr. Maurice L. Tainter, Rensselaer, N. Y., was 
recently elected president of the New York Academy of Science. 
Dr. Walter S. Root, Ph.D., New York, was named president- 
elect; William H. Cole, Ph.D., New Brunswick, N. J., and Ross 
F. Nigrelli, Ph.D., New York, vice-presidents; Mr. Junius Bird, 
reelected corresponding secretary; Charles W. Mushett, Ph.D., 
Rahway, N. J., recording secretary; and Richard O. Roblin, 
Newly elected officers of 
the Western Surgical Association include: Dr. Michael L. Mason, 
Chicago, president; Dr. John McEwen Foster, Denver, first vice- 
president; Dr. James Barrett Brown, St. Louis, second vice- 





Ph.D., Stanford, Conn., treasurer. 


president; Dr. Howard E. Snyder, Winfield, Kan., treasurer; 
Dr. John T. Reynolds, Chicago, secretary; and Dr. Everett P. 
Coleman, Canton, IIl., recorder. The 1955 meeting will be held 
in Seattle, Dec. 1 to 3, with headquarters at the Hotel Olympic. 





Ophthalmology and Otolaryngology include: Dr. Albert C. 
Furstenberg, Ann Arbor, Mich., president-elect; Drs. Philip E. 
Meltzer, Boston, William B. Clark, New Orleans, and Howard 
P. House, Los Angeles, vice-presidents; and Dr. William L. 
Benedict, Rochester, Minn., executive secretary-treasurer (re- 
elected). Dr. Algernon B. Reese, New York, serves as president. 


Orthopaedic Surgeons Meet in Los Angeles—The American 
Academy of Orthopaedic Surgeons will hold its 22nd annual 
meeting at the Hotel Statler and Hotel Biltmore in Los Angeles 
from Jan. 29 to Feb. 3. Instructional courses will be held at the 
Hotel Statler on Sunday, Monday, Tuesday, and Wednesday 
mornings. Admission to these courses will be open to the general 
medical profession who register as guests. Sunday afternoon 
Dr. Claude N. Lambert, Chicago, will serve as moderator for 
“Symposium of Femoral Head Endoprosthesis.” On Wednesday 
at 11:30 a. m., Guilluame T. du Toit, F.R.C.S., Johannesburg, 
South Africa, will read a paper, “Recurrent Dislocation of the 
Shoulder—Twenty-Four Year Study of the Johannesburg Sta- 
pling Operation.” Other single-author presentations by invitation 
include: 
Francis G. Zeier, Rockford, Ill., Osteoid Osteoma of the Fourth Lumbar 
Vertebral Body. 
Donovan J. McCune, Vallejo, Calif., Vitamin D Resistant Rickets. 
W. B. Looney, Bethesda, Md., Late Skeletal Findings Following Heavy 
Radioelement Deposition. 
Stafford L. Warren, Los Angeles, What Can Isotopes Do for Ortho- 
paedics? r 
Audiovisual programs have been scheduled. Alumni reunions 
have been planned as follows: Sunday, Western Orthopedic 
Association (5:30-7 p. m.); Hopkins Hour (5-7 p. m.); and numer- 
ous alumni reunion luncheons Wednesday noon. 
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AMERICAN MEDICAL ASSOCIATION: Dr. George F. Lull, 535 North 
Dearborn St., Chicago 10, Secretary. 

1955 Annual Meeting, Atlantic City, N. J., June 6-10. 
1955 Clinical Meeting, Boston, Nov. 29-Dec. 2. 

1956 Annual Meeting, Chicago, June 11-15. 

1956 Clinical Meeting, Seattle, Nov. 27-30. 

1957 Annual Meeting, New York, June 3-7. 

ANNUAL CONGRESS ON INDUSTRIAL HEALTH, Hotel Shoreham, Washington, 
D. C., Jan. 24-26. Dr. Carl M. Peterson, 535 North Dearborn St., 
Chicago 10, Secretary. 

ANNUAL CONGRESS ON MEDICAL EDUCATION AND LICENSURE, Palmer House, 
Chicago, Feb. 5-8. Dr. Edward L. Turner, 535 N. Dearborn St., Chicago 
10, Secretary. 

NATIONAL CONFERENCE ON RuRAL HEALTH, Schroeder Hotel, Milwaukee, 
Wis., Feb. 24-26. Mrs. Arline Hibbard, 535 N. Dearborn St., Chicago 10, 
Secretary. 


AIRLINE MEDICAL EXAMINERS ASSOCIATION, Hotel Statler, Washington, D. C., 
Mar. 19-20. Dr. Seymour Fiske, 150 East 7ist St., New York 21, Sec- 
retary. 


Newly elected officers of the American Academy of 


J.A.M.A., Jan. 22, 1955 


AMERICAN ACADEMY OF ALLERGY, Hotel Statler, New York, Feb. 7-9. Dr 
Francis C. Lowell, 65 East Newton St., Boston, Secretary. , 

AMERICAN ACADEMY OF FORENSIC SCIENCES, Biltmore Hotel, Los Angeles 
Feb. 17-19. Dr. W. J. R. Camp, 1853 West Polk Street, Chicago, Secretary. 

AMERICAN ACADEMY OF OCCUPATIONAL MEDICINE, Hotel Warwick, Phils. 
delphia, Feb. 10-11. Dr. Leonard J. Goldwater, 600 West 168th St., New 
York 32, Secretary. 

AMERICAN ACADEMY OF ORTHOPAEDIC SURGEONS, Hotel Statler, Los Angeles 
Jan. 29-Feb. 3. Dr. J. R. Norcross, 122 S. Michigan Blvd., Chicago 3 
Secretary. ; 

AMERICAN BRONCHO-ESOPHAGOLOGICAL ASSOCIATION, Hollywood Beach 
Hotel, Hollywood, Fla., Mar. 15-16. Dr. F. Johnson Putney, 1719 
Rittenhouse Square, Philadelphia 3, Secretary. 

AMERICAN COLLEGE OF RapioLoGy, Drake Hotel, Chicago, Feb. 11-12, Mr 
William C. Stronach, 20 N. Wacker Drive, Chicago 6, Executive Secretary, 

AMERICAN LARYNGOLOGICAL ASSOCIATION, Hollywood Beach Hotel, Holly- 
wood, Fla., Mar. 13-14. Dr. Harry P. Schenck, 326 South 19th s. 
Philadelphia 3, Secretary. ‘ 

AMERICAN LARYNGOLOGICAL, RHINOLOGICAL AND OTOLOGICAL Society, Holly- 
wood Beach Hotel, Hollywood, Fla., Mar. 15-17. Dr, C. Stewart Nash 
277 Alexander St., Rochester 7, N. Y., Secretary. ; 

AMERICAN ORTHOPSYCHIATRIC ASSOCIATION, Hotel Sherman, Chicago, Feb, 
28-Mar. 2. Dr. Jessie E. Crampton, 1790 Broadway, New York 19, Secre- 
tary. 

AMERICAN OTOLOGICAL SociETy, Hollywood Beach Hotel, Hollywood, Fla., 
Mar. 17-18. Dr. John R. Lindsay, 950 East 59th St., Chicago 37, Secretary, 

ATLANTA GRADUATE MEDICAL ASSEMBLY, Atlanta Biltmore Hotel, Atlanta, 
Ga., Feb. 21-24. Mrs. Stewart R. Roberts, 15 Peachtree Place, N.W 
Atlanta, Ga., Executive Secretary. 

CENTRAL SURGICAL ASSOCIATION, Drake Hotel, Chicago, Feb. 17-19. Dr, 
Robert M. Zollinger, University Hospital, Columbus 10, Ohio, Secretary, 

CuicaGO MEDICAL SOCIETY ANNUAL CLINICAL CONFERENCE, Palmer House, 
Chicago, Mar. 1-4. Dr. Norris J. Heckel, 86 East Randolph St., Chicago 
1, Secretary. 

CONFERENCE ON SILICOSIS AND OCCUPATIONAL CHEST DISEASES, Town Hall, 
Saranac Lake, N. Y., Feb. 7-9. Dr. Norman R. Sturgis Jr., P. O. Box 551, 
Saranac Lake, N. Y., Secretary. 

CONFERENCE OF TEACHERS OF CLINICAL RADIOLOGY, Drake Hotel, Chicago, 
Feb. 12. Dr. Laurence L. Robbins, 20 North Wacker Drive, Chicago, 
Chairman. 

DaLtas SOUTHERN CLINICAL Society, Dallas, Mar. 4-7. Dr. T. Haynes Har- 
vill, 433 Medical Arts Bldg., Dallas 1, Texas, Secretary. 


INTERNATIONAL POsT-GRADUATE MEDICAL ASSEMBLY OF SOUTHWEST TEXAS, 
San Antonio, Texas, Jan. 24-26. Dr. John M. Smith Jr., P. O. Box 2445, 
San Antonio 6, Texas, Secretary. 

MICHIGAN CLINICAL INSTITUTE, Sheraton-Cadillac Hotel, Detroit, Mar. 9-11. 
Mr. W. J. Burns, 606 Townsend St., Lansing 15, Mich., Executive Director. 

Mippie SECTION, AMERICAN LARYNGOLOGICAL, RHINOLOGICAL AND OTO- 
LocicaL Society, Sheraton-Cadillac Hotel, Detroit, Jan. 24. Dr. James E. 
Croushore, 3001 West Grand Blivd., Detroit 2, Chairman. 

Mip-SoutH Post GRADUATE MEDICAL ASSEMBLY, Hotel Peabody, Memphis, 
Tenn., Feb. 8-11. Dr. Thurman Crawford, 869 Madison Ave., Memphis, 
Tenn., Secretary. 

NEUROSURGICAL SOCIETY OF AMERICA, Del Monte Lodge, Pebble Beach, 
Calif., Mar. 16-19. Dr. Lester A. Mount, 700 West 168th St., New York 
32, Secretary. 

New OrteANs GRADUATE MEDICAL ASSEMBLY, Municipal Auditorium, New 
Grleans, Mar. 7-10. Dr. Maurice E. St. Martin, Room 103, 1430 Tulane 
Ave., New Orleans 12, Secretary. 

Post GRADUATE INSTITUTE OF THE PHILADELPHIA COUNTY MEDICAL SOCIETY, 
Bellevue-Stratford Hotel, Philadelphia, March 29-April 1. Dr. Leandro M. 
Tocantino, 301 South 21st St., Philadelphia 3, Director. 

REGIONAL MEETINGS, AMERICAN COLLEGE OF PHYSICIANS: 

DELAWARE, Wilmington, Feb. 5. Dr. Lewis B. Flinn, 503 Delaware Ave., 
Wilmington 1, Chairman. 

NEBRASKA, Omaha, Feb. 26. Dr. J. D. McCarthy, 107 S. 17th St., Omaha, 
Governor. 

Puerto Rico, San Juan, Jan. 28-29. Dr. Rafael Rodriquez-Molina, Vet- 
erans Adm. Center, San Juan, General Chairman. 

SOUTHERN CALIFORNIA, San Diego, Feb. 12-13. Mr. E. R. Loveland, 4200 
Pine St., Philadelphia 4, Executive Secretary. 

Viroinis, Richmond, Feb. 24. Dr. Charles M. Caravati, 807 W. Franklin 
St., Richmond 20, Governor. 

SECTIONAL MEETINGS, AMERICAN COLLEGE OF SURGEONS: 

Oun10, Cleveland, Cleveland and Hollenden Hotels, Feb. 21-24. Dr. Stanley 
O. Hoerr, 2020 East 93d St., Cleveland, Chairman. 

RuHopE ISLAND, Providence, Sheraton-Biltmore Hotel, Mar. 3-5. Dr. Henri 
E. Gauthier, 34 Hamlet Ave., Woonsocket, Chairman. 

Society OF UNIVERSITY SURGEONS, Hotel Shamrock, Houston, Texas, Feb. 
9-12. Dr. C. Rollins Hanlon, 1325 S. Grand Blvd., St. Louis, Secretary. 
SouTH ATLANTIC ASSOCIATION OF OBSTETRICIANS AND GYNECOLOGISTS, 
Williamsburg, Va., Feb. 10-12. Dr. C. H. Mauzy, Bowman Gray Schoo! of 

Medicine, Winston-Salem, N. C., Secretary. 

SOUTHEASTERN SuRGICAL ConGaess, Atlanta Biltmore Hotel, Atlanta, Ga., 
Feb, 21-24. Dr. Benjamin T. Beasley, 701 Hurt Bidg., Atlanta, Ga., 
Secretary. 
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souTHERN NeurosurGicaL Society, Dinkler-Tutwiler Hotel, Birmingham, 
Ala., Feb. 18-19. Dr. William F, Meacham, Vanderbilt University Hos- 
pital, Nashville, Tenn., Secretary. 

SOUTHERN SECTION, AMERICAN LARYNGOLOGICAL, RHINOLOGICAL AND OTO- 
tocicaL SocreTy, Medical School Auditorium, Charlottesville, Va., 
Jan. 24. Dr. G. Slaughter Fitz-Hugh, 104 East Market St., Charlottes- 
ville, Va., Chairman. 


Tr1-STATE MEDICAL ASSOCIATION, Hotel Chamberlain, Old Point Comfort, 
Va., Feb. 21-22. Dr. R. B. Davis, 122 South Greene St., Greensboro, N. C., 
Secretary. 

WESTERN SECTION, AMERICAN FEDERATION FOR CLINICAL RESEARCH, Carmel, 
Calif., Jan. 27. Dr. Arthur B. French, University of Utah College of 
Medicine, Salt Lake City, Secretary. 

WesTERN SOCIETY FOR CLINICAL RESEARCH, Carmel, Calif., Jan. 28-29. 
Dr. Herbert N. Hultgren, Stanferd Hospital, San Francisco 15, Secretary. 


FOREIGN AND INTERNATIONAL 

AUSTRALASIAN MEDICAL Conoress, Sydney, N.S.W., Australia, Aug. 20-27. 

" For information write: Federal Council of the B.M.A. in Australia, 135 
Macquaire St., Sydney, N.S.W., Australia. 

BaitisH MEDICAL ASSOCIATION, Representative Meeting, London, England, 
June 1-4. Dr. A. Macrae, B.M.A. House, Tavistock Square, London, 
W.C.1, England, Secretary. 

CANADIAN AND BRITISH MEDICAL ASSOCIATIONS, Joint Meeting, Toronto, 
Canada, June 20-22. Dr. Arthur D. Kelly, 244 St. George St., Toronto, 
Canada, General Secretary. 

CoMMONWEALTH HEALTH AND TUBERCULOSIS CONFERENCE, Royal Festival 
Hall, London, England, June 21-25. Mr. J. H. Harley Williams, Tavistock 
House North, Tavistock Square, London, W.C.1, Engiand, Secretary 
General. 

ConGRESS OF INTERNATIONAL ASSOCIATION OF APPLIED PsyCHOLoGy, Lon- 
don, England, July 18-23. Dr. C. B. Frisby, National Institute of Indus- 
trial Psychology, 14 Welbeck St., London, W.1, England, President. 

CONGRESS OF INTERNATIONAL ASSOCIATION OF PsYCHOTECHNOLOGY, London, 
England, July 18-23. For information write: Dr. C. B. Frisby, Director, 
National Institute of Industrial Psychology, 14 Welbeck St., London, 
W.1, England. 

CONGRESS OF THE INTERNATIONAL ASSOCIATION FOR THE STUDY OF THE 
Broncu!, Stockholm, Sweden, June 18-19. For information write: Dr, 
J. M. Lemoine, 187 boulevard St. Germain, Paris 7°, France. 

CONGRESS OF INTERNATIONAL DIABETES FEDERATION, Cambridge, England, 
July 4-8. Mr. James G. L. Jackson, 152 Harley St., London, W.1, England, 
Executive Secretary General. 


CONGRESS OF INTERNATIONAL SOCIETY OF SURGERY, Copenhagen, Denmark, 
July 23-29. Dr. L. Dejardin, 141 rue Belliard, Brussels, Belgium, General 
Secretary. 

EUROPEAN CONGRESS ON RHEUMATISM, Scheveningen, The Hague, Nether- 
lands, June 13-17. Dr. H. van Swaay, Pieter Bothstraat 12, The Hague, 
Netherlands, Secretary. 


HEALTH CONGRESS OF THE ROYAL SANITARY INSTITUTE, Bournemouth, 
England, April 26-29. Mr. P. Arthur Wells, Royal Sanitary Institute, 90 
Buckingham Palace Road, London, S.W.1, England, Secretary. 

HIsPANO-PORTUGUESE CONGRESS OF OBSTETRICS AND GYNECOLOGY, Seville, 
Spain, April 13-16. Dr. M. Recasens, Calle Munoz Olive 7, Seville, Spain, 
General Secretary. 

INTER-AMERICAN CONGRESS OF RapDIOLOGy, Shoreham Hotel, Washington, 
D.C., U. S. A., April 24-29. Dr. Eugene P. Pendergrass, 3400 Spruce St., 
Philadelphia 4, Pa., U. S. A., Secretary-General. 


INTERNATIONAL ANATOMICAL CONGRESS, Paris, France, July 25-30. Prof. Gas- 
ton Cordier, 45, rue des Saints-Péres, Paris 6°, France, Secretary-General. 


INTERNATIONAL ANESTHESIA RESEARCH Society, Boca Raton, Fla., U. S. A., 
Nov. 14-17. For information write: Dr. T. H. Seldon, Mayo Clinic, 
Rochester, Minn., U. S. A. 


INTERNATIONAL CONGRESS OF ALLERGOLOGY, Rio de Janeiro, Brazil, S. A., 
Nov. 6-12. Dr. Bernard N. Halpern, 197 boulevard St. Germain, Paris 7°, 
France, Secretary General. 


INTERNATIONAL CONGRESS OF ANGIOLOGY AND HISTOPATHOLOGY, Fribourg, 
Switzerland, Sept. 2—. For information write: Dr. Gerson, 4 rue Pasquier, 
Paris 8°, France. 


INTERNATIONAL CONGRESS OF BIOCHEMISTRY, Brussels, Belgium, Aug. 1-6. 
Prof. C. Liebecq, 17 Place Delcour, Liége, Belgium, Secretary-General. 


INTERNATIONAL CONGRESS OF COMPARATIVE PATHOLOGY, Lausanne, Switzer- 
land, May 26-31. Professor Hauduroy, 19 rue Cesar Roux, Lausanne, 
Switzerland, Secretary-General. 


INTERNATIONAL CONGRESS OF CRIMINOLOGY, London, England, Sept. 11-18. 
a information write: Dr. Carroll, 28 Weymouth St., London, W.1, 
Ngland. 


INTERNATIONAL CONGRESS OF EUROPEAN SOCIETY OF HAEMATOLOGY, Freiburg 
i,Br., Germany, Sept. 20-24. Prof. Dr. L. Heilmeyer, Hugstetter Strasse, 
55, Freiburg i,Br., Germany, Chairman. 


INTERNATIONAL CONGRESS OF LIBRARIANSHIP AND DOcUMENTATION, Brussels, 
Belgium, Sept. 11-18. For information write: Dr. A. C. Breycha-Vauthier, 
Librarian, United Nations, Geneva, Switzerland. 


INTERNATIONAL CONGRESS OF NEUROPATHOLOGY, London, England, Sept. 12- 
17. Dr. W. H. McMenemey, Maida Vale Hospital for Nervous Diseases, 
London. W.9, England, Secretary. 
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INTERNATIONAL CONGRESS OF PLasTiC SuRGERY, Stockholm, Sweden, Aug 
1-4, and Uppsala, Sweden, Aug. 5. Dr. Tord Skoog, Uppsala, Sweden, 
General Secretary. 

INTERNATIONAL CONGRESS OF UroLocy, Athens, Greece, April 10-18. Dr. 
Z. Kaires, 25, rue Voukourestion, Athens, Greece, Secretary General. 

INTERNATIONAL HosprtaL CONGRESS, Lucerne, Switzerland, May 30-June 3. 
Capt. J. E. Stone, International Hospital Federation, 10 Old Jewry, Lon- 
don, E.C.2, England, Hon. Secretary. 

INTERNATIONAL MEDICAL CONGRESS, Verona, Italy, Sept. 1-4. For information 
write: % Offices of the International Verona Fair, Piazza Bra., Verona, 
Italy. 

INTERNATIONAL SURGICAL ConGress, Geneva, Switzerland, May 23-26. Dr. 


Max Thorek, 1516 Lake Shore Drive, Chicago, Illinois, U. S. A., Secretary- 
General. 






























































INTERNATIONAL SYMPOSIUM ON CARDIOVASCULAR SurGery, Henry Ford 
Hospital, Detroit, Michigan, U. S. A., March 17-19. Dr. Conrad R. Lam, 
2799 West Grand Boulevard, Detroit 2, Michigan, U. S. A., Chairman of 
Program Committee. 

INTERNATIONAL SYNDICATE OF GYNECOLOGISTS AND OBSTETRICIANS, Meeting 
Hall of Medical Societies, Paris, France, June 27-28. Dr. Jacques Cour- 
tois, 1, rue Racine, Saint-Germain-en-Laye (S & O), France, Secretary- 
General. 

INTERNATIONAL UNION OF GYNECOLOGISTS AND OBSTETRICIANS, Paris, France. 
June 27-28. For information write: Dr. J. Courtois, 1, rue Racine 
Saint-Germain-en-Laye, France. 

JAPAN MEDICAL CONGRESS, Kyoto University and Kyoto Prefectural 
Medical College, Kyoto, Japan, April 1-5. Dr. Mitsuharu Goto, University 
Hospital, Medical Faculty of Kyoto University, Kyoto, Japan, Secretary- 
General. 

LATIN AMERICAN CONGRESS OF Puysicat Mepicine, Lima, Peru, S. A., Feb. 
14-19. Dr. Cassius Lopez de Victoria, 176 East 71st St., New York 21, 
N. Y., U.S.A., Executive Director. 

LATIN AMERICAN ELECTROENCEPHALOGRAPHICAL CONGRESS, Montevideo, Uru- 
guay, S. A., March 21-24. For information write: Dr. R. Arana-Iniquez, 
Convencion 1287, Montevideo, Uruguay, S. A. 

LATIN AMERICAN NEUROSURGICAL CONGRESS, Montevideo, Uruguay, S.A., 
March 21-24. For information write: Dr. R. Arana-Iniquez, Convencion 
1287, Montevideo, Uruguay, S. A. 

Mippie East Mepicat AssemMsty, Campus of American University of 
Beirut, Beirut, Lebanon, April 22-24. Dr. John L. Wilson, American Uni- 
versity of Beirut, Beirut, Lebanon, Chairman. 

NATIONAL CONGRESS OF TUBERCULOSIS AND Smicosis, Mexico, D. F., 
Mexico, Jan. 23-29. Dr. Jose Nava Gonzalez, Balderas 32-312, Ap. Postal 
7267, Mexico, D. F., Mexico, Secretary General. 

NEURORADIOLOGIC SyMPOsIUM, London, England, Sept. 13-17. Dr. R. D. 
Hoare, National Hospital, Queen Square, London, W.C.1, England, 
Secretary. 

PAN-AMERICAN ACADEMY OF GENERAL Practice, Lima, Peru, S. A., Feb. 
11-25. Dr. Arturo Martinez, 54 East 72nd St., New York 21, N. Y., 
U. S. A., Secretary. 

VENEZUELAN CONGRESS OF MEDICAL Scrences, Caracas, Venezuela, S. A., 
Nov. 18-26. Dr. A. L. Briceno Rossi, Apartado 4412, Ofic. del Este, 
Caracas, Venezuela, S. A., Secretary General. 

WorLD CONGRESS OF ANESTHESIOLOGISTS, Scheveningen, Netherlands, Sept 
5-10. For information write: Mr. W. A. Fentener van Vlissingen, World 
Congress of Anesthesiologists, Bilthoven, Netherlands. 

Worip MEeEDicaL AssociaTIOn, Vienna, Austria, Sept. 20-26. Dr. Louis H. 
Bauer, 345 East 46th St., New York 17, N. Y., U. S. A., Secretary- 
General. 





EXAMINATIONS 
AND LICENSURE 








BOARDS OF MEDICAL EXAMINERS 


ALABAMA: Examination. Montgomery, June 21-23. Sec., Dr. D. G. Gill, 
$37 Dexter Ave., Montgomery 4. 

Arizona:* Examination and Reciprocity. Phoenix, April 13-15. Ex. Sec., 
Mr. Robert Carpenter, 401 Security Bidg., Phoenix. 

ARKANSAS:* Examination. Little Rock, June 9-10. Sec., Dr. Joe Verser, 
Harrisburg. 


CALIFORNIA: Written. Los Angeles, Feb. 28-March 3: San Francisco, June 
20-23; Los Angeles, Aug. 22-25; and Sacramento, Oct. 17-20. Oral and 
Clinical Examinations for Foreign Medical School Graduates. Los Angeles, 
Feb. 27; San Francisco, June 19; Los Angeles, Aug. 21; and San Fran- 
cisco, Nov. 13. Oral Examination for Reciprocity Applications. Los 
Angeles, Feb. 26; San Francisco, June 18; Los Angeles, Aug. 20; and San 
Francisco, Nov. 12. Sec., Dr. Louis E. Jones, Room 536, 1020 N Street, 
Sacramento. 

Co.torapo:* Examination. Denver, June 14-15. Exec. Sec., Mrs. Beulah H. 
Hudgens, 831 Republic Bldg., Denver 2. 
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CONNECTICUT:* Examination. Hartford, Mar. 8-9. Sec. to the Board, Dr. 
Creighton Barker, 160 St. Ronan St., New Haven. Homeopathic. Examina- 
tion and Reciprocity. Derby, March 8-9. Sec., Dr. Donald A. Davis, 38 
Elizabeth St., Derby. 


FLoripa:* Examination. Jacksonville, June 26-28. Sec., Dr. Homer L. 
Pearson, 901 N.W. 17th St., Miami. 

GeorGia: Examination and Reciprocity. Atlanta and Augusta, June. Sec., 
Mr. R. C. Coleman, 111 State Capitol, Atlanta 3. 

ILLINOIS: Examination and Reciprocity. Chicago, Jan. 25-27. Supt. of Regis., 
Mr. Fredric B. Selcke, Capitol Bldg., Springfield. 

INDIANA: Examination. Indianapolis, June 21-23. Exec. Sec., Miss Ruth V. 
Kirk, 538 K. of P. Building, Indianapolis. 

Maine: Examination and Reciprocity. Portiand, Mar. 8-9. Sec., Dr. Adam 
P. Leighton, 192 State St., Portland. 

MASSACHUSETTS: Examination. Boston, Jan. 18-21. Sec., Dr. Robert C. 
Cochrane, Room 37, State House, Boston. 

MICHIGAN:* Examination. Ann Arbor and Detroit, June 15-17 (tentative). 
Sec., Dr. J. Earl McIntyre, 118 Stevens T. Mason Bldg., Lansing 8. 

MINNESOTA:* Examination and Reciprocity. Minneapolis, Jan. 18-20. Sec., 
Dr. F. H. Magney, 230 Lowry Medical Arts Bldg., St. Paul 2. 

Missour!: Examination. Jefferson City, Feb. 17-18. Exec. Sec., Mr. John 
A. Hailey, State Capitol Bidg., Box 4, Jefferson City. 

NEBRASKA:* Examination. Omaha, June. Director, Bureau of Examining 
Boards, Mr. Husted K. Watson, State Capitol Bldg., Room 1009, Lincoln 9. 

New HAMPSHIRE: Examination and Reciprocity. Concord, Mar. 9. Sec., Dr. 
John S. Wheeler, 107 State House, Concord. 

New Mexico:* Examination and Reciprocity. Santa Fe, Apr. 11-12. Sec., 
Dr. R. C. Derbyshire, 227 E. Palace Ave., Santa Fe. 

New York: Examination. New York City, Albany, Buffalo, and Syracuse, 
Feb. 15-18. Sec., Dr. Stiles D. Ezell, 23 S. Pearl St., Albany 7. 

On10: Reciprocity. Columbus, April 5. Written. Columbus, June 13-15. 
Sec., Dr. H. M. Platter, 21 W. Broad St., Columbus 15. 

OKLAHOMA:* Examination. Oklahoma City, June 7-8. Sec., Dr. C. Gal- 
lagher, 813 Braniff Bldg., Oklahoma City. 

PENNSYLVANIA: Examination. Philadelphia, January. Acting Sec., Mrs. 
Marguerite B. Steiner, Box 911, Harrisburg. 

SoutH Daxota:* Examination and Reciprocity. Sioux Falls, Jan. 18-19. 
Exec. Sec., Mr. John C. Foster, 300 First National Bank Bidg., Sioux 
Falls. 

Texas: Examination and Reciprocity. Fort Worth, June 19-21. Sec., Dr. 
M. H. Crabb, 1714 Medical Arts Bldg., Fort Worth 2. 


Utan: Reciprocity. Salt Lake City, Feb. 15. Examination. Salt Lake City, 
July. Director, Mr. Frank E. Lees, 324 State Capitol Bldg., Salt Lake City. 

VERMONT: Examination and Endorsement. Burlington, Jan. 27-29. Sec., 
Dr. F. J. Lawliss, Richford. 

Wyominc: Examination and Reciprocity. Cheyenne, Feb. 7. Sec., Dr. 
Franklin D. Yoder, State Office Bidg., Cheyenne. 


ALASKA:* On application. Sec., Dr. W. M. Whitehead, 172 South Franklin 
St., Juneau. 


Guam: The Commission on Licensure will meet whenever a candidate 
appears or submits his credentials. Sec., Dr. Benedict Cooper, Agana. 


BOARDS OF EXAMINERS IN THE BASIC SCIENCES 

ARKANSAS: Examination. Little Rock, May 3-4. Sec., Mr. S. C. Dellinger, 
Zoology Dept., University of Arkansas, Fayetteville. 

CororaDo: Examination and Reciprocity. Lincoln and Denver, Mar. 2-3. 
Sec., Dr. Esther B. Starks, 1459 Ogden St., Denver. 


CONNECTICUT: Examination. New Haven, Feb. 12. Address: State Board of 
Healing Arts, 258 Bradley St., New Haven 10. 

Fioripa: Examination. Miami and Gainesville, May 14. Sec., Mr. M. W. 
Emmel, Box 340, University of Florida, Gainesville. 


MICHIGAN: Examination and Reciprocity. Detroit and Ann Arbor. Feb. 
11-12. Sec., Mrs. Anne Baker, 410 W. Michigan Ave., Lansing 15. 


OKLAHOMA: Oklahoma City, April 7-8. Sec., Dr. C. Gallagher, 813 Branift 
Bidg., Oklahoma City. 

OrEGON: Examination. Portland, March 5, June 4, Sept. 10, and Dec. 3. 
Sec., Mr. Charles D. Byrne, State Board of Higher Education, Eugene. 

RHopE IsLanD: Examination. Providence, Feb. 9. Admin. of Prof. Regula- 
tion, Mr. Thomas B. Casey, 366 State Office Bldg., Providence. 


Texas: Examination and Reciprocity. Austin and other locations, April. 
Sec., Bro. Raphael Wilson, 407 Perry-Brooks Bidg., Austin. 


WisconsIN: Examination. Madison, March 12, and Milwaukee, May 14, 
Sec., Mr. William H. Barger, 621 Ransom St., Ripon. 


ALAsKa: On application, Juneau or other towns in Territory as decided 
by Board. Reciprocity. On application. Sec., Dr. C. Earl Albrecht, 
Box 1931, Juneau. 


*Basic Science Certificate required. 





J.A.M.A., Jan. 22, 1955 
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The following list of current medical articles in mass-circylg. 
tion magazines and forthcoming network television programs on 
medical subjects is published each week only for the informo. 
tion of readers of THE JouRNAL. Unless specifically stated, the 
American Medical Association neither approves nor disapproves 
of the articles and programs reported. 


TELEVISION 
Sunday, Jan. 23 
CBS-TV, 4:30 p. m. EST. “Search” reports from University 
of California at Los Angeles on effect of noise on health. 


Sunday, Jan. 23 
ABC-TV, 9:15 p. m. EST. Ciba’s “Horizons.” 


Monday, Jan. 24 


NBC-TV, 9 p. m. EST. “Breath of Life.” Dow’s “Medic” 
tells of a patient with poliomyelitis. 


Tuesday, Jan. 25 
ABC-TV, 7:30 p. m. EST. “Cavalcade of America.” The 
story of Dr. Elizabeth Blackwell. 


Friday, Jan. 28 
NBC-TYV, 11 a. m. EST. “Home” show. A. M. A. staff phy- 
sicians and members of the “TOPS” club will discuss dieting 


MAGAZINES 


Life, Jan. 3, 1955 

“Amid All This Plenty—Ouch!” by Herbert Brean 
As part of a special issue on food, Life describes the diges- 
tive process. The author says there are five remedies for 
ordinary indigestion—antispasmodics, sedatives, digestants, 
antacids, and protectives—and warns that “it is only the 
last two with which the average individual should doctor 
himself, however, and then only upon occasion.” 





Changing Times, January, 1955 
“The Doctor's Prescription: What Those Scribbles Mean” 
The article explains the various parts of a prescription and 
includes 2 glossary of commonly used terms and abbrevi- 
ations. 


U. S. News and World Report, Jan. 7, 1955 
“How Over-Eating Shoriens Life” 
Question and answer interviews with Dr. Fredrick J. Stare, 
Chairman, Department of Nutrition, Harvard University, 
and Dr. Hugh M. Sinclair, Director, Laboratory of Human 
Nutrition, University of Oxford, England. 


Sports Illustrated, Jan. 17, 1955 
“Exercise to Keep Fit,” by William H. White 
Dr. Thomas K. Cureton recommends a daily body condi: 
tioning program to avoid completely or “postpone for as 
much as 15 years” the “major physical ailments of aging 


Collier’s, Jan. 21, 1955 
“Now—An Atomic Drugstore,” by John Lear 


The author tells of how Oak Ridge Radioactive Isotope 
Division of Abbott Laboratories fills orders from the 1,50! 
doctors who have Atomic Energy Commission permits '0 
use the material. 


Pageant, February, 1955 
“Our Baby Was Born at Home” 


Picture story showing a team from Chicago Maternil! 
Center attending the delivery of a baby at a patient's home. 
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Baer, Joseph Louis ® Chicago; born in Chicago April 29, 1880; 
Rush Medical College, Chicago, 1904; since 1946 professor 
emeritus of obstetrics and gynecology (Rush) University of 
Illinois College of Medicine; for many years vice-president and 
director of the American Board of Obstetrics and Gynecology; 
past president and vice-president of the American Gynecological 
Society; past president of the Chicago Gynecological Society; 
served on the board of governors of the American College of 
Surgeons; member of the Central Association of Obstetricians 
and Gynecologists; past president of the Institute of Medicine 
of Chicago; served during World War I; trustee, board of 
directors, Blue Cross; senior attending obstetrician and gynecolo- 
cist and at one time chief of staff, Michael Reese Hospital, 
where he died Dec. 8, aged 74, of leukemia and myocardial 
infarction. 


Chace, Robert Rhodes ® New York City; born in North 
Providence, R. I., Oct. 15, 1910; Yale University School of 
Medicine, New Haven, 1937; specialist certified by the American 
Board of Ophthalmology; certified by the National Board of 
Medical Examiners; member of the American Academy of 
Ophthalmology and Otolaryngology and the New England 
Ophthalmological Society; fellow of the American College of 
Surgeons; instructor in ophthalmology at Columbia University 
College of Physicians and Surgeons; since 1949 honorary deputy 
fire chief of the Eastchester Fire Department; on the staffs of the 
Lawrence Hospital in Bronxville and of Presbyterian Medical 
Center; died Nov. 24, aged 44, of a heart attack. 


Arbuckle, Millard Fillmore ® St. Louis; born in Brainerd, Kan., 
in 1883; Washington University School of Medicine, St. Louis, 
1909; assistant professor emeritus of clinical otolaryngology at 
his alma mater; specialist certified by the American Board of 
Otolaryngology; past president of the American Broncho- 
Esophagological Association; member of the American Academy 
of Ophthalmology and Otolaryngology and the American 
Laryngological, Rhinological, and Otological Society; served 
during World War II; affiliated with McMillan, Barnes, St. Louis 
Children’s, and Jewish hospitals; died Oct. 23, aged 70, of 
arteriosclerotic heart disease. 


Rhodes, David Henry ®@ Pittsburgh; University of Pittsburgh 
School of Medicine, 1923; certified by the National Board of 
Medicai Examiners; specialist certified by the American Board 
of Ophthalmology; member of the American Academy of 
Ophthalmology and Otolaryngology and the International Con- 
gress of Ophthalmology; past president of the Pittsburgh 
Ophthalmological Society; served during World War I; since 
1933 associated with the department of ophthalmology, occupy- 
ing the senior staff position in that department for a number of 
years, at Mercy Hospital, where he died Oct. 31, aged 55, of 
coronary thrombosis. 


Barfield, William Edward ® Savannah Beach, Ga.; Emory 
University School of Medicine, Atlanta, 1936; interned at the 
Baroness Erlanger Hospital in Chattanooga, Tenn., where he 
served a residency; formerly resident surgeon at St. Joseph 
Hospital; served during World War II and held several military 
awards, including the Bronze Star with oak leaf cluster, the 
Purple Heart, and the French Croix de Guerre with Silver Star; 
his European-Middle Eastern Theater ribbon carried the invasion 
arrow and four battle stars; affiliated with St. Joseph’s and 
Telfair hospitals and Oglethorpe Sanatorium in Savannah; died 
Nov. 29, aged 42. 


Faber, Edwin Gabriel © Tyler, Texas; University of Colorado 
School of Medicine, Denver, 1919; formerly clinical assistant 
Professor of medicine at Southwestern Medical School of the 
University of Texas; specialist certified by the American Board 
of Internal Medicine; member of the American College of 
Allergists; fellow of the American College of Physicians; served 
during World War Il; chief of medical service and chairman of 
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the medical board, Medical Center Hospital; on the medical 
staff of Mother Frances Hospital; died Dec. 8, aged 58, of 
coronary thrombosis. 


Andrews, Raleigh K. © St. Louis; Washington University School 
of Medicine, St. Louis, 1916; affiliated with the Missouri Baptist 
Hospital, where he was chief of staff and where he died Nov. 17, 
aged 70, of coronary thrombosis. 


Averill, George Goodwin ® Waterville, Maine; College of 
Physicians and Surgeons, Boston, 1892; Tufts College Medical 
School, Boston, 1896; member of the Massachusetts Medical 
Society; in 1942 was awarded an honorary doctor of laws degree 
from Colby College, where he served as chairman of the board 
of trustees and on many standing committees; died in Thayer 
Hospital Sept. 19, aged 84, of arteriosclerosis and myocardial 
infarction. 


Barney, Edna G. Locke ® Guerneville, Calif.; University of 
California Medical School, San Francisco, 1914; formerly on 
the faculty and medical director of the San Francisco State 
College; died Nov. 6, aged 71, of rheumatic heart disease. 


Bence, Arthur Edgar © Wichita, Kan.; State University of lowa 
College of Medicine, lowa City, 1921; on the staffs of Wesley, 
St. Francis, and St. Joseph’s hospitals; member of the American 
Academy of Orthopaedic Surgeons; died Nov. 19, aged 65, of 
coronary occlusion. 

Bowles, Mark Elkanah ® Cincinnati; Eclectic Medical College, 
Cincinnati, 1918; died in St. Petersburg, Fla., Nov. 24, aged 58, 
of coronary thrombosis. 


Brockman, Robert John, St. Louis; University of Illinois College 
of Medicine, Chicago, 1952; resident in psychiatry at St. Louis 
City Hospital; died Nov. 16, aged 28. 


Brown, Corydon S., Wanamaker, Ind.; Central College of Physi- 
cians and Surgeons, Indianapolis, 1882; died in St. Vincent's 
Hospital, Indianapolis, Nov. 23, aged 96, of a fractured hip and 
heart failure. 


Brumfield, Richard S., Stephenville, Texas; Arkansas Industrial 
University Medical Department, Little Rock, 1891; died Sept. 
28, aged 81, of arteriosclerotic heart disease. 


Buckley, Thomas J., North Freedom, Wis.; College of Physicians 
and Surgeons of Chicago, 1894; died in St. Mary’s Ringling 
Hospital, Baraboo, Nov. 20, aged 83. 


Bullock, William Arthur, Elk City, Okla.; Memphis (Tenn.) 
Hospital Medical College, 1907; died Nov. 14, aged 80, of myo- 
carditis. 

Butler, James Albert, Algood, Tenn.; Tennessee Medical College, 
Knoxville, 1905; died in Cookeville General Hospital in Cooke- 
ville Oct. 10, aged 80. 


Carow, Rolf Herbert ® Tangier, Morocco; Johann Wolfgang 
Goethe-Universitat Medizinische Fakultaét, Frankfurt-am-Main, 
Prussia, Germany, 1922; member of the Medical Society of the 
State of New York; served during World War II for a brief 
period; at one time practiced in New York City, where he was 
on the staff of Beth David Hospital; died in Frankfurt, Germany, 
in September, aged 57, of pulmonary carcinoma with metastases 
to the brain. 


Cernik, Stanley John, St. Louis; St. Louis College of Physicians 
and Surgeons, 1918; on the staff of the Faith Hospital, where 
he died Nov. 21, aged 62, of carcinoma of the pancreas. 
Chandler, Harriet March Day ® Decatur, Ill.; College of Physi- 
cians and Surgeons of Chicago, 1902; died Dec. 3, aged 85, of 
cerebral thrombosis. 


Cheney, Maurice Lionel ®@ Bridgeport, Conn.; University of 
Vermont College of Medicine, Burlington, 1917; specialist 
certified by the American Board of Surgery; fellow of the 
American College of Surgeons; on the staff of the Bridgeport 
Hospital; died Dec. 3, aged 60, of acute coronary thrombosis. 
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Claxton, Edward Burton ® Dublin, Ga.; Maryland Medical 
College, Baltimore, 1905; fellow of the International College 
of Surgeons; chairman of the board of education; died in the 
Johns Hopkins Hospital, Baltimore, Nov. 24, aged 70. 


Collard, Felix Robert ® Wichita Falls, Texas; University of 
Texas School of Medicine, Galveston, 1911; for many years city 
physician; past president of the Wichita County Medical Society; 
instrumental in the founding of the North Texas Cerebral 
Palsy Association, for which he served as vice-president; member 
and past president of the Kiwanis Club; died Nov. 16, aged 71. 


Currie, Thomas Jefferson ® Geneva, N. Y.; University of the 
City of New York Medical Department, New York, 1888; 
member of the American Psychiatric Association; died in 
Kingston, Oct. 2, aged 81, of cerebral hemorrhage. 


Daniels, Charles Flowers ® New York City; Long Island College 
of Medicine, Brooklyn, 1942; certified by the National Board 
of Medical Examiners; specialist certified by the American 
Board of Surgery and the Board of Thoracic Surgery; fellow 
of the American College of Surgeons; served during World 
War II; on the staffs of the Brooklyn Thoracic Hospital, Bellevue 
Hospital, and the Triboro and Queens General hospitals in 
Jamaica; died Dec. 8, aged 39. 


De Boer, Hermanus ®@ Edgerton, Minn.; National Medical 
University, Chicago, 1903; formerly mayor of Edgerton and 
president of the school board; served as secretary of the South- 
western Minnesota Medical Society; on the staff of the Ashton 
Memorial Hospital in Pipestone, where he died Oct. 21, aged 83, 
of coronary occlusion. 


Decker, Irwin V., Salem, N. Y.; Albany (N. Y.) Medical College, 
1915; died Nov. 12, aged 64, of heart disease. 


De Garzon, Harry George, Everly, Iowa; National Medical 
University, Chicago, 1904; served as health officer; died in the 
State Hospital, Cherokee, Oct. 12, aged 83. 


Dorman, Henry Pickett ® Chicago; University of Illinois 
College of Medicine, Chicago, 1932; served during World 
War I; died Dec. 13, aged 56, of coronary thrombosis and 
hypertension. 


Dozier, Barclay Evans ® Shidler, Okla.; University of Oklahoma 
School of Medicine, Oklahoma City, 1923; served during World 
War I; on the staff of Ponca City (Okla.) Hospital; died Nov. 23, 
aged 58, of coronary thrombosis. 


Dudley, Joseph Henry, Windom, Minn.; Rush Medical College, 
Chicago, 1896; served as county coroner and probate judge of 
Cottonwood County; died in Windom Hospital Oct. 22, aged 81. 


Eisenberg, John Lawrence @ Norristown, Pa.; University of 
Pennsylvania Department of Medicine, Philadelphia, 1899; on 
the staff of the Montgomery Hospital, where he died Nov. 5, 
aged 76, when he was struck by a truck. 


Eley, T. Lawrence, Gambier, Ohio; Physio-Medical College of 
Indiana, Indianapolis, 1894; died Sept. 22, aged 86. 


Ellars, L. Ray @ Louisville, Ky.; University of Louisville School 
of Medicine, 1915; member of the Southeastern Surgical Con- 
gress; fellow of the International College of Surgeons; surgeon 
for the Louisville & Nashville Railroad, Louisville Gas & 
Electric Company, and the Southern Railway; on the staff of 
SS. Mary and Elizabeth Hospital; died in New England Baptist 
Hospital, Boston, Sept. 22, aged 61, of cancer of the left lung. 


Enright, John Allen ® Milwaukee; Marquette University School 
of Medicine, Milwaukee, 1932; member of the American Acad- 
emy of General Practice and past president of the Milwaukee 
chapter; staff physician for the city fire department; a veteran 
of World War II, serving as a captain in the Army Air Force; 
a member of the American Legion, the Military Order of World 
Wars, and the Milwaukee civil defense and disaster committees; 
on the staff of St. Mary’s Hospital, where he died Nov. 20, 
aged 49, of a heart attack. 


Evans, Philip Saffery Jr., Blue Ridge Summit, Pa.; Johns Hopkins 
University School of Medicine, Baltimore, 1899; formerly pro- 
fessor of physiology at Shantung Christian University School of 
Medicine in Tsinan, Shantung, China; died in Central Dispensary 
and Emergency Hospital, Washington, D. C.; Nov. 23, aged 84, 
of pneumonia. 
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Fiske, George Varnum ® Manchester, N. H.; Medical Schoo} of 
Maine, Portland, 1900; died Oct. 16, aged 79, of hemiplegia 
of the left side. 


Fitzgerald, Edward Thomas @ Morris, Minn.; John A. Creighton 
Medical College, Omaha, 1907; formerly member of the state 
board of health; died Oct. 19, aged 78. 


Flake, John J., Pioneer, La.; University of Tennessee College 
of Medicine, Memphis, 1901; died in Shreveport Nov. 18, aged 
84, of congestive heart failure. 


Freeman, John Knox, Bell Buckle, Tenn.; University of Tennes- 
see Medical Department, Nashville, 1899; died Oct. 23, aged 
82, of coronary thrombosis. 


Gary, Robert Eugene ® Tuscumbia, Ala.; University of Georgia 
School of Medicine, Augusta, 1932; past president of the Colbert 
County Medical Society; served during World War II; died in 
Colbert County Hospital Nov. 27, aged 45. 


Gentle, Luke Melville, St. Petersburg, Fla.; Medical College of 
Indiana, Indianapolis, 1890; died Sept. 17, aged 90, of uremia. 


Glenn, Joseph Earl @ St. Louis; St. Louis University School of 
Medicine, 1914; assistant professor of urology at his alma 
mater; specialist certified by the American Board of Urology; 
member of the American Urological Association; fellow of the 
American College of Surgeons; past president of St. Louis Sur- 
gical Society and the St. Louis Urological Society; served during 
World War I; on the staffs of the Firmin Desloge, St. Mary’s, 
and Missouri Baptist hospitals; died Nov. 27, aged 65, of 
coronary thrombosis. 


Hagaman, John Raymond ® Palmyra, N. Y.; Cleveland Home- 
opathic Medical College, 1906; served as secretary, vice- 
president, and president of the Wayne County Medical Associ- 
ation; died in the Thompson Memorial Hospital, Canandaigua, 
Nov. 7, aged 74. 


Hardin, Joseph A., New Orleans; Flint Medical College of New 
Orleans University, New Orleans, 1904; at one time on the 
faculty of his alma mater; from 1940 to 1953 served as consul 
in New Orleans for the Republic of Liberia; died in the Flint 
Goodridge Hospital Nov. 15, aged 79. 


Hartung, Frederick Abram, Pittsburgh; University of Pennsyl- 
vania Department of Medicine, Philadelphia, 1903; at one time 
a druggist; a former member of the Pennsylvania National 
Guard; served in the Spanish-American War and the Mexican 
border campaign; as a major in command of the 103rd Sanitary 
Train of the 28th Division during World War I, received a 
number of citations and the Purple Heart; promoted to lieu- 
tenant colonel and later a full colonel; for many years on the 
staff of St. Joseph’s Hospital, where he died Nov. 8, aged 77. 


Hayes, Emmett Rudyard ®@ Chelyan, W. Va.; University of 
Louisville (Ky.) School of Medicine, 1915; member of the 
American Association of Railway Surgeons; died in Charleston 
Nov. 27, aged 61. 


Hill, Lewis Rowland @ La Grange, Ill.; University of Illinois 
College of Medicine, Chicago, 1926; specialist certified by the 
American Board of Pathology; member of the College of Ameri- 
can Pathologists; served as assistant professor of bacteriology 
and preventive medicine at Loyola University School of Medi- 
cine; served overseas during World War I; pathologist at St. 
Mary of Nazareth Hospital and St. Anne’s Hospital in Chicago, 
where he died Dec. 15, aged 58, of pulmonary infarctions, 
pulmonary artery thrombosis, and rheumatic heart disease. 


Himel, Clifford A., Luling, La.; University of the South Medical 
Department, Sewanee, Tenn., 1900; died recently, aged 78, of 
a heart attack. 


Hinckley, Elmer Eugene, Salt Lake City; St. Louis University 
School of Medicine, 1905; served during World War I; died 
Nov. 17, aged 80. 


Hompes, Joseph Josiah ® Lincoln, Neb.; University of Nebraska 
College of Medicine, Omaha, 1908; specialist certified by the 
American Board of Otolaryngology; member of the American 
Academy of Ophthalmology and Otolaryngology; fellow of the 
American College of Surgeons; past president and secretary 0! 
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he Lancaster County Medical Society; served during World 
War I; at one time secretary of the state board of health; on 
she staffs of the Lincoln General and Bryan Memorial hospitals; 
died Nov. 16, aged 71, of a heart attack. 


Johannes, Andreas D., Winter Park, Fla.; University of Michi- 
Department of Medicine and Surgery, Ann Arbor, 1898; 


ui n . . 
4 Sept. 8, aged 83, of probable myocardial infarct. 


died 
Joy, Milton Robert ® Cazenovia, N. Y.; Long Island College 
Hospital, Brooklyn, 1884; mayor of Cazenovia for two terms, 
pealth officer for many years, and trustee of the village school; 
» 1982 was presented with a plaque by the Medical Society of 
the County of Madison; died Dec. 2, aged 92. 


Kaicher, Francis Anthony ® White Plains, N. Y.; University 
and Bellevue Hospital Medical College, New York, 1906; for- 
merly practiced in Brooklyn, where he was on the staff of the 
5 Catherine’s Hospital; died Dec. 3, aged 71, of a heart attack. 


Key, Webster Bridges ® Memphis, Tenn.; Vanderbilt University 
School of Medicine, Nashville, 1925; formerly a member of 
the state public health council; for many years physician for 
Memphis Juvenile Court; served during World Wars I and II; 
member of the staff of the Methodist Hospital; on the visiting 
gafts of Baptist, John Gaston, St. Joseph’s, and Le Bonheur 
Children’s hospitals; died in Fort Lauderdale, Fla., Nov. 12, 
wed 54, of injuries received when he was struck by an auto- 
mobile. 


King, Thomas Elsazor, Olla, La.; Vanderbilt University School 
of Medicine, Nashville, Tenn., 1894; died in Urania Nov. 22, 
aged 83. 


Kosanke, Frederic E. © Watertown, Wis.; the Hahnemann 
Medical College and Hospital, Chicago, 1917; died Nov. 9, aged 
72. of chronic myocarditis and coronary insufficiency. 


Kroon, Harry Charles, Syracuse, N. Y.; Syracuse University 
College of Medicine, 1932; clinical assistant professor of 
medicine at his alma mater; specialist certified by the American 
Board of Internal Medicine; fellow of the American College of 
Physicians; member of the Association of Military Surgeons of 
the United States and the American Heart Association; served 
during World War II; died Nov. 15, aged 49, of arteriosclerotic 
heart disease. 


Landers, Morris Bernard Sr. ® Detroit; Detroit College of 
Medicine, 1904; affiliated with the Lincoln Hospital; died Nov. 3, 
aged 74, of embolism following a surgical operation. 


Langton, Elinor Marjorie ® Philadelphia; Woman’s Medical 
College of Pennsylvania, Philadelphia, 1936; specialist certified 
>) the American Board of Psychiatry and Neurology; served as 
chief of the mental hygiene clinic, Veterans Administration 
Hospital; found dead in automobile in Chester, Pa., Nov. 20, 
aged 52, of multiple injuries inflicted by person or persons as yet 
unknown. 


Leggett, Harry William, Dallas, Texas; Baylor University 
College of Medicine, Dallas, 1916; served as draft board physi- 
cian during World War I; died Nov. 16, aged 63, of cancer of 
the larynx. 
Lippman, Caro Wolfram ® San Francisco; Harvard Medical 
School, Boston, 1910; served during World War I; died Nov. 14, 
aged 68. of myocardial infarction. 

Mabry, Francis Lee @ Abbeville, S. C.; Medical College of the 
State of South Carolina, Charleston, 1925; served during World 
War I; died Nov. 2, aged 61. 


Maclin, Samuel Wilbert, Birmingham, Ala.; Meharry Medical 
College, Nashville, Tenn., 1917; died Sept. 13, aged 66, of 
Cancer of the esophagus. 


Metcalf, Julia Tracy, Los Angeles; Tufts College Medical 


— Boston, 1908; died Nov. 2, aged 79, of carcinoma of 
the Hadder. 


Mican, Harry Micky ®@ Charleston, W. Va.; University of Mani- 
loba Faculty of Medicine, Winnipeg, 1932; died in Rochester, 
Minn., Nov, 8. aged 45. 
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Opitz, Russell Burton ® New York City; Rush Medical College, 
Chicago, 1895; member of the Industrial Medical Association; 
formerly on the faculty of Columbia University College of 
Physicians and Surgeons; consulting physician at the Cumber- 
land Hospital in Brooklyn; consultant at Lenox Hill Hospital 
in New York City, Englewood (N. J.) Hospital, Holy Name 
Hospital in Teaneck, N. J., Christ Hospital in Jersey City, and 
Hackensack (N. J.) Hospital; died in Englewood (N. J.) Hospital 
Nov. 18, aged 79, of coronary thrombosis. 


Oswalt, John Roy, Colonel, U. S. Army, retired, Bradenton, 
Fla.; University of Alabama School of Medicine, Mobile, 1909; 
served during World War I; commissioned a captain in the 
regular Army in 1920; served during World War II; promoted 
to colonel April 6, 1943, and retired Aug. 31, 1948, for dis- 
ability in line of duty; died Sept. 19, aged 67, of cerebral 
hemorrhage. 


Phifer, Robert Jacob ® Woodville, Pa.; University of Pittsburgh 
School of Medicine, 1929; specialist certified by the American 
Board of Psychiatry and Neurology; member of the American 
Psychiatric Association; superintendent of the Woodville State 
Hospital; died Nov. 21, aged 51. 


Powers, Everett ® Carthage, Mo.; Eclectic Medical Institute, 
Cincinnati, 1892; Jefferson Medicai College of Philadelphia, 
1896; specialist certified by the American Board of Ophthal- 
mology; member of the American Academy of Ophthalmology 
and Otolaryngology; served during World War 1; formerly on 
the staff of McCune Brooks Hospital; died Dec. 16, aged 85. 


Rettig, Frederick August ® Chicago; University of Illinois 
College of Medicine, Chicago, 1922; fellow of the American 
College of Surgeons; founder and first president of the Alexian 
Brothers Hospital Foundation; on the staffs of the Alexian 
Brothers Hospital and St. Joseph's Hospital; died Dec. 13, aged 
57, of acute myocardial infarction and diabetes mellitus. 


Ryan, Ambrose Joseph © Vallejo, Calif.; Creighton University 
School of Medicine, Omaha, 1931; past president of the Solano 
County Medical Society; died in St. Mary’s Hospital, San 
Francisco, Nov. 6, aged 52. 

Sanz, George, Zenia, Ohio; Medical College of Ohio, Cincin- 
nati, 1907; died in Junction City, Kan., Oct. 3, aged 88. 


Shores, Sterling Steele Jr. ® Birmingham, Ala.; Birmingham 
Medical College, 1913; died Nov. 22, aged 65, of arteriosclerotic 
heart disease. 


Talbot, Paul Tilman ® New Orleans; Medical Department of 
Tulane University of Louisiana, New Orleans, 1908; formerly 
assistant professor of clinical gynecology at his alma mater; for 
many years secretary-treasurer of Louisiana State Medical 
Society; fellow of the American College of Surgeons; served 
during World War I; formerly consulting gynecologist at the 
Charity Hospital of Louisiana; at one time general manager of 
the New Orleans Medical and Surgical Journal; died in Tucson, 
Ariz., Nov. 11, aged 72, of uremia. 


Tillery, Jack Gregory ® Wilson, N. C.; Medical College of 
Virginia, Richmond, 1938; served during World War II; died 
Nov. 18, aged 43. 


Weitzmann, Joseph © Rochester, N. Y.; Medizinische Fakultit 
der Universitat, Vienna, Austria, 1920; died Oct. 29, aged 61, of 
coronary occlusion. 


Wessinger, John A. ® Ann Arbor, Mich.; Detroit Medical 
College, 1882; an Associate Fellow of the American Medical 
Association; for many years health officer; died Nov. 11, aged 
94, of a cerebrovascular accident. 

Williams, Russell Bigelow, Bedford, Va.; Johns Hopkins Univer- 
sity School of Medicine, Baltimore, 1937; died Oct. 24, aged 47. 


Worden, Charles Beatty, Princeton, N. J.; University of Pennsy!l- 
vania Department of Medicine, Philadelphia, 1898; served 
during World War I; formerly medical director for the John 
Wanamaker stores in New York and Philadelphia; formerly on 
the staff of the Polyclinic Hospital in Philadelphia; died in 
Princeton Hospital Nov. 14, aged 80, of coronary thrombosis. 


Young, Bradley Tyler, Duffield, Va.; Louisville (Ky.) Medical 
College, 1892; died Sept. 16, aged 87, of uremia and arterio- 
sclerosis. 
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FOREIGN LETTERS 


CHILE 


Basis of Artificial Hibernation—Dr. Mario Gonzalez in the 
March issue of the Revista medica de Valparaiso reviews the 
findings in 56 patients in whom artificial hibernation was used. 
Thirty-three patients were operated on for pulmonary disease, 
11 for cardiac disease, and 12 for general conditions. In the 
immediate postoperative period the patients rarely complained 
of pain. Thus in not a single case was it necessary to administer 
an opiate. Abdominal distention, nausea, cyanosis, and atelectasis 
and other postoperative pulmonary complications were neg- 
ligible, and it was necessary to give much less fluid than when 
ordinary anesthesia was used. The blood pressure and pulse rate 
were easily controlled. The urinary output in the first post- 
operative day was about 500 cc., but this increased gradually. 
Low grade uremia due to oliguria was observed in the first few 
days but disappeared as soon as the urinary output became 
normal. The rectal temperature returned to normal in 6 to 20 
hours. Only 3.5% of the patients receiving this type of anesthesia 
died, but, in view of the fact that the operations performed were 
always of a serious nature (pneumectomies and removal of 
esophageal cancer) and that most of the patients were in poor 
general condition, it is apparent that this technique is of great 
practical use in major surgery. 


ENGLAND 


College of General Practitioners.—The second annual report of 
the College of General Practitioners, which is published as a 
supplement to the December, 1954, issue of The Practitioner, 
shows that the membership of the college is now 2,967, including 
428 associates. Of these, 345 are from abroad (Australia 126, 
Eire 71, New Zealand 49, Malaya 16, and other countries 83). 
The college has completed its policy of decentralization, and 
the entire country is covered by 22 regional faculties, member- 
ship of which ranges from 27 in the North-East Scotland Faculty 
to 325 in the South-East Faculty. In addition, there are two 
regional faculties in Eire, two in Australia, and one in New 
Zealand. Plans are being made for the possible formation of 
other overseas faculties in Malaya, South Africa, and Kenya. 
Each faculty represents the College in its area. The duty of 
faculties is to relieve the college council of responsibilities con- 
nected with activities of the college in the region concerned. 

The Undergraduate Education Committee pointed out that 
the teaching of general practice by general practitioners varies 
widely from medical school to medical school, but during the 
year several more schools have begun schemes for the teaching 
of their students by general practitioners, more practitioners are 
being approached to do this work, and more students have a 
chance of seeing something of a family physician’s work at 
first hand. In only a few medical schools is this compulsory; in 
the rest, students are only partly taking advantage of the oppor- 
tunities offered. An analysis of the replies to a questionnaire 
circulated to all faculties of the college shows that most members 
are against early scientific specialization at public or day school, 
and prefer the idea of a liberal education for a liberal pro- 
fession. It was the unanimous opinion that a wise and experi- 
enced practitioner might usefully assist the dean of a medical 
school in the selection of medical students. In the selection of 
future physicians, more than half of whom will do general 
medical practice in some form or other, it seems logical that 
there should be at least one person on the selection board with 
firsthand knowledge of the life for which so many of these 
young people are being chosen. So far as the medical curriculum 
is concerned, the view is expressed that there is much deadwood 
and also many overgrown branches that can well be lopped off 
the present curriculum. It should be the hallmark of a good 
teacher to illustrate sound medical principles on a disease that 





The items in these letters are contributed by regular correspondents in the 
various foreign countries. 


is common rather on something that is obscure. Dermatology 
orthopedics, psychiatry, allergy, rheumatic diseases, otorhino. 
laryngology, pediatrics, and geriatrics are not always taught as 
fully as their importance in practice demands. 

The Postgraduate Education Committee expressed the view 
that too few established practitioners make use of postgraduate 
courses. Such courses tend to be too little linked to the realities 
of general practice, especially to that part of a family physician's 
work that must be carried out in patients’ homes. Information 
is therefore being collected and correlated concerning the type 
of course available, and steps are being taken to obtain closer 
collaboration between regional faculties and the medical schoo} 
in the area, so as to insure providing the right type of course. 
The setting up of an institute of general practice, in which ip. 
struction could take place in various techniques, types and use 
of equipment, organization of work and premises, and the train- 
ing of secretaries is being considered. 

The Research Committee divides its activities into: college- 
sponsored investigations, study groups, and faculty-sponsored 
investigations. College-sponsored investigations include an jn- 
vestigation into the value of sulfonamides and penicillin in pre- 
venting the bacterial complications of measles, a survey of 
national morbidity, and investigation of epidemics. A cautious 
attitude is being adopted on the question of clinical trials of 
therapeutic agents in general practice. Several pharmaceutical 
houses have already asked whether such clinical trials could be 
undertaken by the college, but legal and clinical advice is being 
taken before it is decided whether the college should sponsor 
any such trials. Groups have been set up to study respiratory 
tract diseases; hereditary diseases; ear, nose, and throat diseases; 
psychosomatic diseases; and asihma in children. The hereditary 
diseases study group will investigate the incidence of pyloric 
stenosis in the offspring of parents who, in infancy, underwent 
Ramstedt’s operation for this condition. Four faculty-sponsored 
investigations are under way: one into the pattern of domiciliary 
obstetric practice; a study of the symmetry of the heads of babies; 
an epidemiological study of certain nonreportable diseases; and 
a study of patients with cancer who are not receiving special 
treatment. 

During the year much careful thought and consideration was 
given to criteria of membership. The major problem was whether 
or not these should include a formal examination. A strong 
minority of members, particularly in Scotland, believed that such 
an examination was essential to maintain the high standards that 
the college wished to achieve. The council decided not to recom- 
mend an examination but appointed a committee to make a 
detailed study of an examination as a possible method of select- 
ing members. Meanwhile it has recommended the setting up of 
a board of censors to examine applications for membership. 
Candidates for membership must have been registered medical 
practitioners for not less than seven years and have been engaged 
in general practice for a minimum of five years or have been an 
associate of the college for a minimum of three years. Each 
applicant for membership, and his two sponsors, must submit 
evidence concerning his practice, experience, and academic and 
administrative achievements. In addition, he must be inter- 
viewed by the censors. 


Public Health.—In his annual report for 1953, Dr. J. L. Burns, 
the Medical Officer of Health for Salford, a Lancashire industrial 
town of 173,900 inhabitants, published a chart showing the 
number of sickness claims as recorded weekly by the Ministry 
of National Insurance. He drew attention to the “astonishing 
drop in claims before a public holiday,” which seems to represeat 
a widespread desire for a full pay packet for the holidays. During 
the year a mass miniature radiography campaign was conducted, 
involving nearly 90,000 persons, including housewives and those 
adults of all ages who had not been covered by the usual type 
of survey carried out among factory workers. The survey 
sulted in the discovery of nearly 200 sufferers from active 
pulmonary tuberculosis. 
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The report of the Foot Health Service for children shows that 
more and more cases of pronated feet appear to be responding 
jyorably to treatment by the use of remedial wedges. There 
have been several children with hammer toe that could be 
«raightened by the use of force in the early stages. These children 
oe been successfully treated by the use of simple, replaceable 
we splints. In each case the toes are now practically straight. 
Gratifying results have also been achieved in the treatment of 
hallux valgus. Maintenance of corrective tension by the hallux 
valgus traction slings has resulted in correction in many children. 
nis hoped that the further use of these slings, coupled with the 
sarents’ cooperation in the matter of footwear, will result in 
sermanent correction. A disturbing fact is the indiscriminate 
an of light, canvas shoes instead of more orthodox footwear. 
These not only give no foot support to the growing child but 
ofier no protection from the weather. The rubber soles do not 
jbsorb the moisture excreted from the feet and result in macera- 
ion of the skin. The presence of grit and dirt in the shoes 1s 
ikely to cause abrasions over the pressure areas, increasing the 
‘sk of such infections as tinea dermatitis or verrucae. These 
shoes were Originally introduced into the schools for use during 
ohysical education, but, unfortunately, some children are allowed 
io extend their use beyond their intended purpose. A similar 
problem is the increasing use of plastic material for shoes, par- 
ticularly those for girls. Like rubber footwear, the material is 
nonporous and tends to keep the feet in a moist and unhealthy 
sate. The toxic substances excreted from the feet tend to be 
reabsorbed. 

In recording an outbreak of impetigo involving 704 children 
the following comment is made on treatment: “Impetigo is self- 
imiting, and it is therefore difficult to judge the full value of 
therapeutic agents. It was found in these children that even with 
simple cleansing methods only, the eruptions seem to clear. 
There seems no doubt from this survey that the use of a good 
cleansing agent, with or without an antiseptic, is beneficial.” 

\ summary is given of the findings of an investigation com- 
paring the stature and physique of Salford boys at 6, 10, and 
14 vears of age with the stature and physique of identical groups 
of boys at Kingston-on-Thames, which, unlike Salford, is a 
sunny and pleasantly situated town. At all three age levels the 
Salford boys were lighter and shorter than the Kingston boys 
and also lagged behind them in sexual development. Thus, at 
age 6 the average weight of the 149 Salford boys was 20.83 kg. 
+ 2.45, and their average height was 114.38 cm. + 5.08. The 
corresponding figures for the 197 Kingston boys were 22.63 ke. 
+ 2.72, and 118 cm. + 5.69. At age 14, the average weight of 
the 206 Salford boys was 44.39 kg. + 9.14, and their average 
height was 154.1 cm. + 9.09, compared with 48.61 kg. + 8.3 
and 160.5 cm. + 8.57 for the Kingston boys. 





Waiting Room Inspection and Public Manners.—The recent 
decision to inspect physicians’ waiting rooms to assure com- 
pliance with prescribed standards has caused some indignation 
among general practitioners. A physician from Durham says, 
“We are not resentful because our offices are to be inspected. 
We resent the implication that, because some premises are of a 
poor standard, all the responsibility is the physicians’. We re- 
get that a minority of offices are of inferior standard just as 
we deplore the inferior standard of public behavior. The two 
are related. 1 eagerly await the inspection. It will not be pos- 
‘ible to display some vanished items, such as a missing blood 
Pressure apparatus (a curious thing to take), the little wheels 
which make the curtains run so smoothly, the best of the 
magazines (‘comics’ have a very short life here) and an assort- 
ment of ash trays. If the inspecting party time their visit well, 
we shall be able to show the litter of papers on the floor, the 
‘all-sucked sweets on chairs, and the cigarette stubs ground 
m0 the linoleum. We shail demonstrate the progress made by 
Ne Peelers in stripping the wallpaper. So far they have industri- 
ously removed about four square feet and are pressing on 
‘eadily, We shall be pleased to show the effects of hair grease 
on white paint, and a good collection of finger-prints on the 
*al's. One little-Known fact is that the money that has pro- 
‘iced the accommodations has come out of my pockets. As 
‘or what patients are paying for, the less said the better. It 
Would come as a chilling shock to them if physicians gave no 
More than their exact bargain.” 
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A physician from Sussex writes, “I believe that the letters 
written on the subject of the inspection of physicians’ offices 
have missed the point. For many months the Opposition have 
complained about the condition of our waiting rooms and offices 
As a sop to them the Minister told the General Medical Services 
Committee that he would like all offices and waiting rooms to 
be inspected. The committee preferred to have physicians inspect 
their colleagues’ offices since they would have a better idea than 
a layman of what was desirable. They have accordingly asked 
local medical committees to arrange that the work should be 
carried out by physicians who are not neighbors of colleagues 
whose premises they propose to inspect. They have not com 
mented on the fact that during the winter months most physicians 
are busy, nor have they made any suggestions as to who shall 
meet the expenses entailed. Many of us resent the suggestion 
that we should go snooping. There is in the National Health 
Service Act a provision for the inspection of offices and waiting 
rooms at any time, and if patients do not believe that their 
physicians’ waiting rooms are adequate they can complain to 
the Local Executive Council, or, alternatively, they can change 
their physicians.” 


Treatment of Cerebral Palsy.—The British Council for the 
Welfare of Spastics held a three day conference on the treat- 
ment of cerebral palsy at British Medical Association House 
in September. Among the speakers were distinguished physi- 
cians from the United States. A résumé of the conference is 
published in the British Medical Journal of Oct. 16, 1954. In 
Britain cerebral palsy affects 1 to 2 per 1,000 children from 
5 to 16 years of age, and there are about 6,500,000 children 
of school age in these islands. No complete survey of the age 
group from birth to 5 years has been made, but small samples 
suggest that the incidence of some degree of cerebral palsy 
is 0.5 to 1 per 1,000 live births. The care of these children 
is an immense problem even now; and the extent to which it 
may be aggravated in the future by the steadily decreasing 
mortality rate among premature babies and those with hemo- 
lytic disease can only be conjectured. Not only physical care 
must be provided but also the type of education best suited 
to each child’s needs. At present the educational facilities for 
these physically handicapped children lag sadly behind those 
provided for the blind and deaf, and many children who should 
be at school cannot find a place. The powers given to local 
educational authorities under the Education Act of 1944 are 
still far from being used to the fullest. 

A new surgical approach to the problem of the hemiplegic 
was described by Mr. Wylie McKissock of London, who had 
performed complete hemispherectomy in 35 patients in the 
past five years. The criteria for treatment were hemiplegia 
from early infancy associated with epilepsy uncontrollable by 
drugs, severe temper upsets, and a mild degree of mental 
retardation. Full clinical assessment must be made by the whole 
neurological team. Operation might be performed at any age 
after the first year of life. Results were reported as being good 
so far as the epilepsy and the temper tantrums were concerned, 
but the hemiplegia was unaltered except for some improvement 
in the degree of spasticity. The concensus at the conference 
was that the patient with cerebral palsy should be treated as 
someone who has suffered local brain damage and that the 
results of the damage should be remedied at the earliest possible 
age. Rehabilitation of the remaining undamaged brain tissue 
might best be effected by making the parents and patients 
members of the composite medical and educational therapeutic 
team. Home is the best environment for any child, but if the 
child’s special disabilities are too great for this it should be 
the aim of the admitting institution to treat him first as a 
child and bring the happiness of the outside world to his bed- 
side or his chair. 


Research on Rheumatism.—Because of the gradual fading of 
the original hopes of cortisone and corticotropin as panaceas 
for the chronic rheumatic diseases and the increasing realization 
that, though they often relieve symptoms, they are at best pal- 
liative in such disorders, the Nuffield Foundation has revised 
its program of research in rheumatism. In the last five years it 
has been supporting much chemical and other work on adrenal 
hormones, but it is now reverting to its original policy of sup- 








362 FOREIGN LETTERS 


porting fundamental and clinical research into the nature of 
rheumatic diseases, In 1946, the foundation made a grant of 
£100,000, payable over 10 years, to enable the University of 
Manchester to establish a pioneer center of the kind advocated 
by an expert medical advisory committee of the Ministry of 
Health. The advice of the committee was that selected diagnostic 
and research centers, located in university medical schools and 
serving a whole region, should be set up to study the rheumatic 
diseases and disseminate improved methods of diagnosis and 
treatment. The university has now accepted from the foundation 
an additional grant of £70,000, payable over the coming eight 
years, to extend the work of the rheumatism center under the 
direction of Dr. J. H. Kellgren. 

For the past five years the foundation has been supporting the 
clinical and fundamental work of the rheumatic unit in Edin- 
burgh, directed by Dr. J. J. R. Duthie, senior lecturer in the 
department of medicine in the University of Edinburgh. This 
unit, sponsored by the university to promote teaching and re- 
search in chronic rheumatism and to improve standards of treat- 
ment, was opened in the Northern General Hospital in October, 
1947. The foundation has made a grant of £27,000 for the 
building and equipping of new premises for the unit, including 
consulting and research rooms, clinics, and laboratories. The 
foundation will also continue its annual grant to assist the work 
of the unit over the next five years. A grant of £8,000 was made 
to finance a research fellowship in the Sheffield center for the 
investigation and treatment of rheumatic diseases; and a grant 
of £6,000 was made for an experimental pathologist at the rheu- 
matic diseases research center at Stoke Mandeville Hospital. 


Cortisone and Salicylates in Rheumatic Fever.—A preliminary 
account by Holt and his co-workers of the results they have 
obtained in a carefully controlled clinical trial of cortisone and 
salicylates, and salicylates alone, in acute rheumatic fever in 
three groups of children appears in Lancet 2:1144, 1954. Each 
group consisted of 10 children, chosen at random. The children 
in group 1 were given 0.1 gm. of sodium salicylate per pound 
of body weight daily, the dose being adjusted to give a serum- 
salicylate level of from 30 to 40 mg. per 100 ml. They were 
also given 200 mg. of cortisone daily by mouth for four days, 
100 mg. for the remainder of the first three weeks, 75 mg. daily 
for the fourth and fifth weeks, and 50 mg. daily thereafter. 
Those in group 2 were given sodium salicylate alone in the 
same dosage as in group 1. Those in group 3 were given 0.3 gm. 
of sodium salicylate four times daily for children weighing less 
than 50 Ib. (22.7 kg.) and 0.6 gm, three times daily for children 
weighing 50 Ib. or more. 


The fall in the sedimentation rate in the first two weeks of 
treatment was compared by deducting the reading for the 8th day 
from that of the first, and the reading for the 15th day from 
that of the first day. Means were then calculated for each treat- 
ment group. In the first week the average fall in sedimentation 
rate in the patients in group 1 was 35.2 mm. in the first hour, 
compared with 10.8 mm. in group 2 and 11.9 mm. in group 3. 
The corresponding figures for the first fortnight were 54.2, 26.0, 
and 21.5 mm. respectively. These results indicate that the com- 
bined treatment produced a greater fall in sedimentation rate 
than did salicylates alone in either high or low dosage, the 
differences being statistically significant. There was no sig- 
nificant difference between groups 2 and 3. With the combined 
treatment (group 1) the average number of days before the sedi- 
mentation rate first reached normal was 17.0, compared with 
39.2 days for group 2 and 50.3 days for group 3. The average 
duration of treatment in the three groups was 34.0 days in group 
1, 79.6 days in group 2, and 67.4 days in group 3. There was 
a correspondingly rapid improvement in the clinical condition 
of the patients in the group given combined treatment. 


National Association for the Prevention of Tuberculosis.— 
According to the annual report of the National Association for 
the Prevention of Tuberculosis (N. A. P. T.) for 1953-1954, 
under the Queen Alexandra Sanatorium Fund, of which N. A. 
P. T. is a corporate trustee, 16 asthmatic children were sent to 
the Pro Juventute Home in Davos, Switzerland, in the period 
covered. These children suffered from severe asthma, which 
had resisted all attempts at treatment, including residence at 
open-air schools. Good results are reported. The children have 
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been practically free from asthmatic attacks, have gained weight 
and are taking part in skiing and skating. The Anglo-Danis, 
Sanatorium Scheme has continued most successfully. A tota| ot 
225 boys and girls suffering from respiratory tuberculosis hays 
now. been to Vordinborg Sanatorium in Denmark, and 139 hay. 
returned home. This program was started after World War }) 
when there was an acute shortage of sanatorium beds jp this 
country. Sanatorium waiting lists for children are now smalle; 
but there is still a shortage of beds in certain areas, and jt rs" 
therefore proposed to continue to operate the Danish Sanatoriym 
Scheme. The association’s Art Therapy Scheme continues to 
flourish. Four times each year over 600 pictures reach head. 
quarters to be viewed by the panel of artists. Nine years ago 
the N. A. P. T. introduced a Colonial Scholarship Scheme. Now 
nearly 50 former scholars are working in various colonial ter. 
ritories. During the year under review scholarships have been 
awarded to 5 physicians, 12 nurses, 2 sanitary officers, and one 
X-ray technician, drawn from the West Indies, West Africa, and 
Malaya. 


The Storage of Ampuls.—A legal decision in 1953 stated that 
paralysis that developed in two patients following spinal anes. 
thesia resulted from the diffusion of pheno! in the solution jn 
which the ampuls were stored into the contents of the ampuls, 
through “invisible cracks” in the glass. This decision raised the 
problem of how such ampuls should be stored. Bean and 
Walters (Pharmaceut. J. 173:465, 1954) have reported an investi. 
gation in which ampuls were examined after storage in an 
aqueous solution containing 5% phenol by weight and 1% 
amaranth by volume. The contents of 77 ampuls were examined 
after storage in this solution, 41 having been immersed for more 
than three months and 36 for one week. In no case had either 
phenol or dye penetrated into the interior of the ampuls. A 
further 67 ampuls were autoclaved in the phenol-dye solution 
subsequent to immersion. After autoclaving one of the ampuls 
was colored pink, but it is pointed out that it might not have 
been distinguishable on visual inspection had the ampul been 
made of amber glass. It was estimated that the concentration 
of phenol in this ampul was 0.5 mg. per milliliter. It is thus 
possible for substances to pass into a sealed ampul even though 
the ampul appears structurally sound. The authors do not be- 
lieve that this leakage occurs through “invisible cracks” but 
rather that the leakage is through a faulty seal. Even with the 
utmost care, the incidence of incompletely sealed ampuls can 
never be reduced to zero. In view of this ever-present hazard, 
the practice of storing ampuls containing solutions for injection 
in toxic bactericides cannot be recommended. 


Physicians’ Mistakes.—Presiding at the annual meeting of the 
Medical Protection Society in October, Sir Ernest Rock Carling 
said that physicians, like others, are subject to aberrations, and 
when it appears to them that a mistake might reasonably have 
been avoided they accept the consequences; but that is different 
from acceptance of the view that every mischance of treatment 
or operation is due to negligence. “We adhere firmly to the 
judicially expressed view that even with reasonable care and 
skill—even in the hands of the meticulously careful and most 
highly skilled—mishaps and unforeseeable accidents are nol 
only possible but, in the nature of our work, now and agail 
inevitable.” Dealing with the undesirability of comment by 
coroners’ pathologists in criticism of the clinical conduct of 4 
case from postmortem evidence, Sir Ernest said that proverbs 
are generally a sound basis for human conduct. “To be wise 
after the event” is not an indication of an admirable characte!, 
and when it paves the way for common-law actions agains! 
another person who has had the responsibility for a patient 
critically ill it is reprehensible. Difficult situations sometimes 
arise from the use of apparatus potentially dangerous. Which 
person in the operating room can be held responsible for the 
continuing perfection of a complicated piece of electrical 
apparatus? There might be regular dates for tests, but what " 
an accident happened the day before that test fell due? 


The Law and the Infinitely Small.—Recently a firm of animé! 
medicine manufacturers was fined $194 with $140 costs 
summonses brought against them by a county council of selling 
cattle medicines under a false description. The trade descriptio® 
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claimed that the medicines in question would immunize herds 
against tuberculosis, increase resistance to mastitis and tuber- 
cylosis, build up the health of a herd, and improve milk output. 
Analysis Showed that the medicine contained only sugar and 
had no effect on certain disease cultures. The manufacturers 


appealed against the sentence, and in the appeal trial the de- 
fending counsel stated that the medicines were a homeopathic 
remedy. The sugar acted as a carrier and contained an ingredient 
jiluted to such an extent that it could not be detected by normal 
analytical processes. The Quarter Sessions, before which the 
appeal was heard, annulled the sentence of the lower court, the 
chairman of the Sessions saying that he and his fellow-justices 
believed that the County Council had not proved the claim to 
be false. 

The Prince and the British Medical Association.—The council 
dinner of the British Medical Association this year was distin- 
guished by the presence of H. R. H. the Duke of Edinburgh. 
During the dinner he was presented with his certificate of honor- 
ary membership of the association. In presenting the certificate, 
Dr. E. A. Gregg, the chairman of council, referred to the royal 
guest as “a prince who has shown a keen and active interest in 
the welfare of the people and in the practical application of 
scientific knowledge ‘to set the world free’—to quote the Duke’s 
own words in his presidential address to the British association— 
from drudgery, fear, hunger and pestilence.’” In his reply the 
Duke said, “Much of the progress in medicine has inevitably 
been made at the price of deeper and narrower specialization, 
but the individual is still one unit, and as far as his personal 
health is concerned a unique unit at that. I am all for studying 
bits and pieces, but I hope that treatment will remain directed 
tothe whole. . . . The maintenance of health and the prevention 
and cure of disease is a laudable object but it can be followed 
blindly. Medical science has to face the fact that remedies for 
one problem may give rise to others. . . . The common health 
is more than figures showing improved birth rates, death rates, 
and the incidence of disease. In any event the common health 
of this country is in your hands . . . and I for one am wholly 
satisfied that it is in good hands.” 


Influenza Vaccine Trials.—In conjunction with the Ministry of 
Health, the Medical Research Council is organizing a further 
trial of influenza vaccine this winter. About 16,000 volunteers 
will take part. The first trials of influenza vaccine organized by 
the Medical Research Council were carried out on a small scale 
in the winter of 1951-1952. These previded useful data for the 
organization of larger trials involving some 13,000 volunteers, 
in the winter of 1952-1953. Equal numbers were given the trial 
vaccine and a control vaccine. At the end of the trial it was 
found that attacks of influenza in those who received the vaccine 
were less than in those who were given the control injection. 
As a result of investigations in the winter of 1953-1954, virus A 
vaccines, which may be superior to those used previously, are 
now available for comparative tests on an epidemic basis, and 
this winter three of these vaccines, all made in this country, will 
be on trial, with a fourth virus B vaccine as a control. In each 
center the volunteers will be divided into four equal groups, of 
which one will be given the control vaccine and the other three 
one or the other of the three vaccines under trial. 


Developing Industrial Health Services——The Minister of Labor 
and National Service proposes to take steps to stimulate the 
luther development of industrial health services in work places 
covered by the factories acts. To advise him on this development 
he is appointing a standing industrial health advisory committee, 
which will consist of members nominated by the British Employ- 
ers’ confederation, the Trades Union Congress, the nationalized 
industries, the British Medical Association, the Association of 
Industrial Medical Officers, the Association of Certifying Fac- 
ory Surgeons, the Royal College of Nursing, the British 
Occupational Hygiene Society, and the universities. He hopes to 
ascertain where industrial health services most need to be ex- 
tended and to promote surveys and field investigations to deter- 
mine the need fot preventive measures or research. The general 
aim will be, in close cooperation with the preventive and curative 
health services provided by statutory bodies, to develop indus- 
lal health services on a voluntary basis. 
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Adviser on General Practice.—Dr. William S. Macdonald, who 
has been in general practice in Leeds since 1925, has been 
appointed to the staff of the Ministry of Health as Adviser on 
General Medical Practice. Dr. Macdonald will advise the depart- 
ment on problems in this field and the relation and integration 
of general practice with other branches of the National Health 
Service. 


ISRAEL 


Tuberculin Production.—An important step forward on the road 
to Israel’s medical independence was taken in August, when 
quantities of tuberculin were produced locally for the first time 
The first vial of locally produced tuberculin was handed over to 
Mr. P. Naphtali, the Minister of Agriculture, by Dr. Winslow 
W. Smith, an American consultant. Dr. Smith was sent to Israel 
last April under the auspices of the United States Technical 
Assistance Program to set up a laboratory for the production of 
tuberculin and train local scientists to do this work. Previously 
Israel had had to buy the serum in foreign countries, but difficul- 
ties of supply made local production necessary. Dr. Smith, dur- 
ing his four months in Israel, established a laboratory in Tel 
Aviv, Which can now produce 10,000 doses a month or about 
35% more than local requirements. He also trained local biolo- 
gists, who will operate the laboratory under the veterinary 
services of the Ministry of Agriculture. The laboratory will get 
entirely new equipment from the United States. With its arrival, 
Israel’s will be one of the best equipped tuberculin laboratories 
in the world. 


SWITZERLAND 


Program for Dental Health.—A group of consultants under the 
chairmanship of Dr. J. W. Knutson, U. S. Public Health Serv- 
ice, Washington, D. C., submitted recommendations for a 
World Health Organization program for dental health, of which 
the major components are to be education, prevention, treat- 
ment, and research. Dental diseases are not only widespread 
but also expensive. In the United States dental disorders affect 
more than 90% of the population, which spent 1.6 billion 
dollars in 1953 for dental care, one-sixth of the total amount 
spent for medical care on an individual basis. In Great Britain, 
the National Health Service spent $110,300,000 for general 
dental services in one year (1949-1950), excluding expendi- 
tures by local health authorities on dental care for pregnant 
and lactating women and for children. In the same country 
in 1952, 88% of 5-year-old and 98% of 10-year-old children 
were found to have dental caries. The situation is similar in 
other so-called advanced countries. The dental problem of 
underdeveloped countries is equally appalling. Expenditures on 
dental treatment amount to large sums; in countries where they 
can be adequately estimated, they are from $4 to $10 per 
person, per year. Although the various types of dental disorders 
are not equally distributed among the world’s population, one 
or more of the following diseases is widespread in most areas 
of the world: (1) dental caries; (2) periodontal diseases, which 
because they rarely cause pain, are often neglected; (3) irregu- 
larities of the teeth and jaws with serious physical and psycho- 
logical results; (4) hare lip and cleft palate, which occur once 
in about 800 live births; and (5) oral cancer, which still com- 
prises about 8% of all reported cases of cancer. 

The extent of the problem, and the huge and persistent dis- 
parity between dental needs and resources, even in the more 
advanced countries, has so far resulted in resignation or even 
indifference on the part of the public, and even of health 
authorities. The first task is to teach people to use available 
preventive measures, such as good dietary habits (especially 
eating less sticky, fermentable, soft foods), oral hygiene, and 
the fluoridation of water supplies. The use of stiff, pointed twigs 
to clean teeth, a common practice in some areas, should be 
discouraged. 











J.A.M.A., Jan. 22, 1955 


CORRESPONDENCE 


AGRANULOCYTOSIS ASSOCIATED WITH 
ADMINISTRATION OF THORAZINE 


To the Editor:—In view of the recently widespread use of 10- 
(y-dimethylaminopropyl)-2-chlorophenothiazine hydrochloride 
(Thorazine), I feel that an early preliminary report of a case 
of agranulocytosis with aplasia of the bone marrow associated 
with this medicament is in order. 

The patient, a 63-year-old white woman with a 10 year his- 
tory of hypertensive cardiovascular disease, was first seen early 
in August after taking an overdose of barbiturates. This was 
treated with maintenance of a good airway and three injections 
of 3 cc. of picrotoxin. Complete blood cell count at that time 
was entirely normal. Roentgenograms of the upper and lower 
gastrointestinal tract revealed no abnormal changes. Because of 
a persistent, agitated depression the patient was referred to a 
psychiatrist. On Aug. 11 treatment was started with 10 mg. of 
10-(y-dimethylaminopropyl)-2-chlorophenothiazine hydrochlo- 
ride three times daily. The dosage was increased gradually, so 
that by Oct. 6 the patient was taking 70 mg. four times a day; 
on Oct. 13, 80 mg. four times a day was prescribed. The only 
other medicament given was 0.5 grain (30 mg.) of phenobarbital 
nightly; on Oct. 14 and 15 the patient took two tablets of 
phenolphthalein preparation (Ex-Lax) each night. On Oct. 16 
the patient had a severe diarrhea, which was presumed to be 
due to the phenolphthalein. That evening she felt extremely 
weak. This weakness continued throughout the following day, 
and on that evening she was admitted to the hospital with a 
temperature of 104.6 F. The patient was poorly oriented. The 
blood pressure was 160/90 mm. Hg; the throat was clear; there 
was absence of icterus and palpable lymph nodes; there were 
inconstant coarse rales at the bases of both lungs; and the liver 
and spleen were not palpable. There were no other abnormal 
physical findings. A roentgenogram of the chest revealed slight 
left ventricular hypertrophy and increased bronchovascular 
markings. The blood analysis showed a normal hemoglobin 
level, 13 gm. per 100 cc.; 4,360,000 red blood cells per cubic 
millimeter; and 525 white blood cells per cubic millimeter, 100% 
of which were lymphocytes. The patient was given penicillin, 
800,000 units every six hours; 500 cc. of whole blood; and 1 mg. 
of digoxin. The specimens of blood and urine for culture were 
taken prior to the administration of the antibiotic. The follow- 
ing morning the temperature was still above 104 F and the 
patient was less well oriented. The white blood cell count was 
500 per cubic millimeter, with 96% lymphocytes. Streptomycin 
was added to the antibiotic regimen. A white blood cell count 
done that afternoon showed 400 cells per cubic millimeter, all 
of which were lymphocytes. A bone marrow aspiration done 
by Dr. Carl Reich at the same time revealed a totally acellular, 
aplastic bone marrow. In the afternoon 250 cc. of whole blood 
was administered. About 5:30 p. m. the patient began to have 
increasing respiratory difficulty. Fine and coarse rales were heard 
over the entire posterior part of the chest. The pulse rate rose 
to about 140 per minute, and there was a gallop at the apex. 
A fully digitalizing dose of digoxin had been given by this time. 
The pulmonary edema increased despite other supportive meas- 
sures, and the patient died. An autopsy performed the follow- 
ing morning revealed no gross evidence of malignant disease. 
The blood culture taken on the evening of admission was re- 
ported, after death, to be heavily laden with Pseudomonas 
aeruginosa. A complete case report will be submitted when the 
autopsy findings are completed. 

In view of the fact that 10-(y-dimethylaminopropy])-2-chloro- 
phenothiazine hydrochloride contains a phenothiazine ring, 
it must be regarded with suspicion as a possible causative agent 
in bone marrow depression. It is recognized that phenobarbital 
has been reported as possibly being the causative agent in 
agranulocytosis in a few cases. I have, however, been unable 


to find any instances of agranulocytosis due to phenolphthalein, 
The patient had taken phenobarbital over a long period of time 
before this final illness and had taken phenolphthalein op 
numerous occasions, without ill results; blood studies done two 
months previously were normal. Since 10-(y-dimethylamino. 
propyl)-2-chlorophenothiazine hydrochloride had been recently 
added to the regimen, and in large doses, the evidence would 
suggest it, rather than the other medicaments, as having played 
a role in this patient’s illness. 

AUSTIN P. BOLEMAN Jr., M_D. 

6 E. 85th St., New York 28. 


DOCTOR DRAFT 


To the Editor:—1 would like to reply to the letter by Capt. May- 
nard Guest (MC) that appeared in THE JouRNAL, Oct. 30, 1954, 
page 909. I am one of these physicians in priority 3 to whom 
he was referring. I was in the class of 1943-1944, the first class 
to complete medical school under the accelerated program. At 
this time I was one of those who were examined innumerable 
times by the various services and rejected for physical reasons. 
Obviously, if only for financial reasons, I would have given my 
right arm to be in service of any kind. Even after my internship 
it was “suggested” that I ought to get into some kind of medical 
work essential to our national defense, which I did, for about 
$300 a month on 24 hour call with one weekend off every three 
weeks. 

In June, 1954, I was called up after having gone through my 
“salad days,” meaning about nine years of solo practice. Since | 
lacked a few months of completing 11 years of practice, at the age 
of 36 I am probably the oldest living lieutenant who is a physician 
in the Navy. Being able to pass a physical examination at which 
it was demonstrated that I was breathing, even with a hardship 
of a mother who is a recent amputee (and maybe soon a double 
one) and a wife who has severe rheumatoid arthritis (cortico- 
tropin is necessary for her to navigate), to say nothing of my 
family, here I am in what is known as Little Korea at the foot 
of Mt. Fuji in Japan. I do not like to sound bitter, as 1 do want 
to do my part, except that it has come about 10 years too late. 
Another consolation for the good doctor is that he can at least 
see his wife, which I cannot for at least a year, if then. So cheer 
up; all is not lost, as I know there are many in the same boat 
as I. Also, the Marines spend a good part of their time in tents 
and it is not exactly warm up here. 


Lieut. B. T. PEELE (MC), U.S.N.R. 
3 Mar. Div. FMF 
Y FPO, San Francisco. 


HYALURONIDASE AND PARAPHIMOSIS 


To the Editor:—In the June 19, 1954, issue of THE JOURNAL, 
page 746, there is an article on hyaluronidase in the treatment 
of paraphimosis. I agree the hyaluronidase is a wonderful drug 
to use in reduction of localized edema, but to use it for such 
a simple thing as the reduction of a retracted edematous pre- 
puce seems like a lot of treatment and time spent on a simple 
procedure. Nor do I believe that the painful reduction and the 
dorsal slit are necessary. Any prepuce that becomes irreducible 
because of edema can easily be reduced, and very comfortably 
so, by simply grasping the glans penis and the prepuce in the 
hand and applying prolonged, gentle pressure for a few seconds 
or possibly minutes. The edema can be entirely squeezed out, 
and the prepuce can be very easily advanced over the glans. 


Oa LENz, M.D. 
1537 Medical Arts Bldg. 
Minneapolis 2. 
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COUNCIL ON MEDICAL SERVICE 


SURVEY OF DISTRIBUTION OF PHYSICIANS 
gY TEXAS MEDICAL ASSOCIATION 








In 1953 the Committee on Extension of Hospitals and Other 
Fucilities of the Council on Medical Service developed a 
Community Rating Schedule designed to serve several purposes: 
1) to stimulate communities to analyze their characteristics and 
{qcilities from a physician’s viewpoint, (2) to encourage State 
associations in the collection of a certain minimum amount of 
information on each opening, and (3) to supply the American 
Medical Association with a valuable differentiation among the 
mmunities in the United States listed as needing a physician 
THe JoURNAL, Sept. 19, 1953, page 236). The Texas Medical 
Association is the first constituent association to use this 
whedule and the Council believes that the following brief 
summary of this effort will be of interest to other medical 


associations. 


With the completion of the survey of distribution of physicians 
for district 4, the Texas Medical Association has covered 44 
of the 254 counties in a detailed program aimed at determining 
which, if any, towns of 800 or more population need additional 
physicians. In this survey opinions of the medical profession 
and the laymen of Texas are being solicited concerning the need 
for additional physicians in each of the medical districts of the 
state. 

BACKGROUND 

The Texas Medical Association, along with those of other 
states, has been concerned with charges that the state is facing a 
physician shortage, although an average of one physician per 813 
population makes the problem appear to be not one of shortage 
but possibly one of distribution. In order to study the situation 
more thoroughly, the board of trustees of the Texas Medical 
Association has named a special Committee on Doctor Distri- 
bution.* Its purpose is to determine whether: (1) the community 
needs a physician, (2) the community does not need a physician, 
(3) the community can support a physician. If the community 
needs a physician, the physicians’ placement service maintained 
in the central offices in Austin, under the Council on Medical 
Economics of the Texas Medical Association, will work closely 
with the Committee on Doctor Distribution to assist the area in 
obtaining a physician. In the event that the community is found 
not to need a physician, no further steps seem necessary. If the 
community cannot support a physician, the problem would 
appear to be one of explaining this situation and assisting the 
community in obtaining its medical services from the nearest 
source, 

PROCEDURE FOR PILOT SURVEY 

In a pilot survey of district 7, surrounding Austin, the com- 
mittee has undertaken to find out, first, the extent of the general 
‘doctor shortage” throughout the state as viewed by the medical 
profession. Questionnaires were sent to 6,500 physicians. The 
6,000 answers received indicate that the medical profession in 
the state feels there is a need for additional general practitioners 
incommunities of less than 5,000 persons. 

The second phase of the program, now under way, is to find 
out the extent of “doctor shortage” as viewed by the Texas 
communities. In this phase the Texas Medical Association has 
used a variation of a Community Rating Schedule developed by 
the Council on Medical Service of the American Medical 
\ssociation. This schedule is designed to aid a community in 
determining its actual need for a physician, its ability to support 
One, and its ability to attract one. To test the Community Rating 
Schedule, medical district 7, composed of 10 counties, was 
‘lected for trial survey. Proximity to the Central Office was the 
reason this district was selected for the first test. As the first 
‘ep, a letter was sent out by Dr. J. M. Coleman, of Austin, 





* The committee members are: Drs. Chester U. Callan, Chairman, Rotan; 
a Renger, Hallettsville; Troy A. Shafer, Harlingen; J. C. Terrell, 
‘ephenville; and Allen T. Stewart, Lubbock. 
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councilor of the seventh medical district, to all physicians prac- 
ticing in the district. The letter explained the purpose of the 
survey and the procedure to be used. As the second step, a 
second letter, giving the details of the survey and method to be 
followed, was written to the president of each county medical 
society in the seventh district. This person’s guidance and judg- 
ment were invited if the civic leaders of a community in his 
county expressed the opinion that the number of physicians was 
insufficient. As the third step, a third letter went to the chamber 
of commerce secretary, the mayor, or the county judge, in each 
community with 800 or more population. Accompanying the 
letter was a brochure with explicit instructions to be followed if 
additional medical aid is needed. 

When the check sheets returned to the Texas Medical Associ- 
ation were answered in the affirmative, the district councilor and 
the association's public relations counsel visited the community 
County medical society officials were consulted first for opinions 
and assistance in applying the Community Rating Schedule. The 
results obtained from the application of this schedule provide 
the basic information necessary to discuss the local medical 
situation with community officials. A pamphlet, “Does Your 
Community Need a Doctor?” has been prepared for distribution 
to community officials by the Texas Medical Association. This 
gives some specific recommendations as to how the community 
can help itself and, quoting from Dr. Coleman's letter to the 
presidents of the county medical societies, “Points out that the 
community’s responsibility in this question is certainly as large 
as that of the medical profession.” 

RESULTS 

The first of the series of letters in this initial survey was sent 
out Oct. 6, 1953. When the committee members met in Austin 
in late January, 1954, to review the results, it was found that 
no community had requested additional help. Committee con- 
clusions drawn from the survey of district 7 and as reported in 
the February Texas State Journal of Medicine were that: “|a] the 
distribution |in Texas] is not nearly so serious as medicine's 
critics would make it out to be, or |b] the particular district under 
survey is happily far better off than others throughout the 
state.” 

ADDITIONAL SURVEYS 

District 8.— After reviewing the procedure and results for the 
first study, a survey of district 8, composed of 13 counties, was 
undertaken. A procedure similar to the original one, except that 
step 1 and step 2 were interchanged, was approved and, with 
the cooperation of the district councilor, Dr. James H. Wooten 
Jr., of Columbus, was completed during the summer of 1954. 
Conclusions from this survey indicate: (1) a sufficient number of 
physicians are available to provide adequate medical attention 
for the people of district 8; (2) even though no reply was received 
that was indicative of special need for additional physicians, 
“increased good will of the people of the area for the present 
physicians was obtained” through the letters sent to the officials 
of the 43 communities of 800 or more population. 


District 4—Composed of 21 counties in West Texas, district 4, 
with its physician-population ratio of 1 per 1,190, seems to be 
adequately supplied with physicians according to the civic lead- 
ers, although physicians in the area seem to feel that at least 
five, if not eight, counties offer excellent opportunities for start- 
ing a practice. One county with a population of 1,590 has no 
physician, while another county of 5,999 has only one physician. 

The district councilor, Dr. H. L. Locker, of Brownwood, 
worked with the representatives of the central office and with 
the Committee on Doctor Distribution in this survey, which 
involved 176 physicians serving a population of 210,404. Two 
new techniques were introduced in the study of district 4: (1) 
personal letters were written by the assistant secretary of the 
association to at least one physician in each county, asking 
“whether he thought the present number of doctors in the county 
sufficient to handle the medical needs of the population”; (2) 
“A Citizen Participates,” a film (supplied through the American 
Medical Association) offering suggestions to a community for 
obtaining a physician, was available for use by the representa- 
tives who were to visit communities requesting additional 
medical personnel. 
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SUMMARY OF THE THREE SURVEYS 

Not one of the civic leaders to whom letters were sent in the 
83 communities of the 44 counties surveyed so far has written 
the Texas Medical Association that he thinks additional medical 
care is needed for his area; a number have written letters of 
commendation for the offer of assistance in obtaining more 
physicians if needed. One town that was not contacted, since 
the population is 400, wrote during the survey of district 4 
requesting assistance in locating a physician. This town, already 
listed by the physicians’ placement service of the state, now 
tentatively has a physician who will move in when he is released 
from service. 


RECOMMENDATIONS FOR FUTURE SURVEYS 

Realizing that it might be swamped with requests—justified 
or otherwise—the committee decided at the beginning of the 
study to move slowly. This decision has permitted careful evalu- 
ation of each survey, which has resulted in several recommenda- 
tions for use in other districts: 1. Hospital data should be as- 
similated with the other statistical data obtained from the dis- 
trict. 2. The population figure of towns included in the survey 
should be lowered from 800 to 600. 3. Representatives of the 
central office and members of the Committee on Doctor Distri- 
bution should visit communities that have a request on file with 
the Texas Physicians Placement Service. Plans are now in prog- 
ress for similar studies in the remaining 12 districts of the Texas 
Medical Association. 
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RESULTS OF SURVEY OF 
PHYSICIANS SEPARATED FROM 
ACTIVE MILITARY SERVICE 


The Council on National Defense, in July, 1952, initiated a 
continuing opinion survey of physicians being released from 
active military service. Through an agreement with the military 
services, the Council is furnished with the names and addresses 
of these physicians. In turn, the Council requests these physicians 
to complete a questionnaire designed to educe pertinent infor- 
mation acquired during their tour of duty. The results of these 
surveys are used as the basis of conferences with representatives 
of the Department of Defense and the armed forces in an effort 
to improve further the utilization of medical personnel and to 
formulate a more effective, voluntary, officer procurement 
system. 

A report of the first year’s survey appeared in THE JOURNAL 
(155:67 |May 1] 1954). Comments and statistical data of the 
latest six months’ survey (Jan. 1-June 30, 1954) are presented for 
general interest to the entire profession. During this period a 
total of 1,948 questionnaires were distributed. Of these, 1,600 
completed forms were returned to the Council, representing a 
response of 82%. 


TIME SPENT IN SERVICE 
The survey shows that the average total time spent in the 
service by those responding was 24.4 months, the average tour 
of duty in the United States was 16.3 months, and the average 
tour of foreign service was 8.1 months. 


AGE DISTRIBUTION BY BRANCH OF SERVICE 


Of the 1,600 physicians replying, 995 were between the ages 
of 30 and 34, 341 between 25 and 29, 211 between 35 and 39, 
and 53 were over 40. The largest number of physicians (698) 
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were in the Army; 456 and 455 were in the Air Force and Nay, 
respectively. Likewise, the Army had the largest number jn the 
30-34 age group and the 40 and over age group. Of those jp 
the 25-29 age group, 126 were in the Navy and 123 in the Army 


PHYSICIANS’ EVALUATION OF STAFFING CONDITIONS 


One of the questions was designed to obtain the opinion of 
physicians as to staffing conditions of nurses, enlisted medical 
personnel, physicians, dentists, and others at those units in which 
service was performed by the physician. The tabulation of this 
muitiple answer question indicated that in the Army Overstaffing 
replies totaled 591, understaffing 676, and adequate Staffing 
1,492. In the Navy, overstaffing was reported by 390, under. 
staffing by 319, and adequate staffing by 930. The Air Force 
tabulation revealed 560 replies of overstaffing, 382 of under. 
staffing, and 905 of adequate staffing. Table 1 reflects, in detail, 
the percentages relative to overstaffing, understaffing, and 
adequate staffing conditions. 
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Army Navy Air Force 


Age distribution of physicians by branch of service. 


DISTRIBUTION OF PHYSICIANS BY RANK AT TIME OF DISCHARGE 

The majority of physicians in all three branches of the service, 
at time of separation, held the rank of first lieutenant or liev- 
tenant (j. g.). The survey indicates that 62.6% of those reporting 
were in the lowest rank, while 33.6% held the rank of captain 
or lieutenant (s. g.). There were only 3.8% with higher ranks. 
By services, the Air Force had 40.6% with the rank of lieutenan! 
and 57% with the rank of captain. The Navy had the highest 
percentage in the lowest rank, with 90% at the level of lieutenan! 
(j. g.). Table 2 gives the percentages in detail by branch of 
service. 
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NUMBER OF YEARS SINCE GRADUATION 

The survey indicated that the majority of those replying 
«7.6¢-) graduated from medical school between 1945 and 1949; 
the second largest group (16.1%) has graduated since 1950; and 
the third group (14.6%) graduated between 1940 and 1944. Only 
, small number (1.4%) graduated before 1940. Table 3 shows 
the responses and the percentages according to year of gradu- 
ation from medical school. 


YEARS OF INTERNSHIP AND RESIDENCY 
The majority of those responding (85.6%) had one year of 
internship training, while 25.1% had three years of residency, 
21.1% had two years of residency, 21.6% had one year of 
residency, and 19.6% had no residency training. Table 4 shows 
this tabulation in more detail. 


OCCUPATION AT TIME OF ENTERING SERVICE 

4 majority of the physicians who served in the Army and Air 

Force were engaged in residency training at the time of entrance 

on active military duty. The largest group in the naval service, 

however, was engaged in specialty practice, with residency train- 

ing a very close second. In the Army group, general practice 
was second, while in the Air Force it was internship. 


NUMBER OF PHYSICIANS HOLDING BOARD CERTIFICATES 


Table 6 shows the detailed number, by specialty and by 
branch of service, of physicians holding American board certifi- 
cates. Of the 217 responses to this question, 89 holding board 
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had received no government assistance. The largest single group 
receiving government assistance was under the Navy V-12 pro 
gram, while the next largest number received assistance unde: 
the Army Specialized Training Program. The G. Il. program 
accounted for the third largest group, while several listed a 
combination of various programs. Table 8 shows these per 
centages in detail. 


TABLE 
Graduating from Medical Schools in Selected Intervals 


3.—Number and Percentage Distribution of Physicians 


Year of Graduation No 
Before 1940 ‘ 22 14 
1940-1944 4 1446 
145-1949 1 os 67 


1950 and over 7 6.1 


Unknown ) 038 


Total 


Lon ooo 


FRAINING RECEIVED WHILE IN SERVICE 


Of the 1,600 physicians who returned the completed question 
naire, about half did not respond to the question concerning 
the additional training or experience received while in the 
military service. Of those responding, 465 who served in the 
Army, 166 in the Navy, and 186 in the Air Force indicated they 
received additional training or experience in service schools. The 


TABLE 1.—Medical Staffing Conditions in the Armed Forces 





Overstaffed Understaffed Adequate 

— —_ nepien — — ‘ — ' —_ \ 

Army Navy Air Foree Army Navy Air Force Army Navy Air Foree 
Nurses , Re eT ee Ere Pee ee 8.0 13.3 8.9 35.8 26.7 39.8 22.9 7.1 2 
Enlisted medical personnel.................+- 19.6 20.8 21.4 25.3 23.5 21.0 6 74 "6 
PFGE: cocsisivscctndetvan<sse0e0ees 39.1 46.2 39.3 20.0 14.7 12.0 991 ")® 19.6 
IIIS son Sich Sew haXasdsasanees enki 24.9 13.3 25.0 13.3 28.8 17.8 ae 1.7 92 2 
GORGES. c cudacevcerceeidkndibecceésasekenbedaete 90 64 54 a 6.3 94 3.1 3.0 13 
DOG viscose swiwiercsneveciessesteebenens 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 





certificates were in the Army, 82 were in the Navy, and 46 were 
in the Air Force. The specialties covered over 15 different fields, 
of which the largest was pediatrics, second was internal medicine, 
and the third was surgery. By branch of service, 12.8% of those 
responding in the Army, 18.4% of those in the Navy, and 
10.1% of those in the Air Force had certificates. For the three 
services, 13.6% of those responding had board certificates. 


TaBLe 2.—Distribution of Physicians, by Rank at Time of 


Discharge 
Army Navy Air Force 
oc — — a ~~ i ate oh 
Rank No. % No. yA No. % 
Lieutenant or lieutenant (j. g.). 201 56.0 315 90.0 133 40.6 
Captain or lieutenant (s. g.).... 134 37.3 97 7.7 187 57.0 
Ma lieutenant com- 
MONG ccvddeouse Gad seal alae 12 3.4 5 14 4 12 
int colonel or com- 
r ose ieee hewuons 9 2.5 3 0.9 4 1.2 
| or eaptain. Koaaavoun 3 OR 0 
Tot sencteas 359 «100.0 350 100.0 328 100.0 


RESERVE STATUS 
Most of the physicians who replied indicated that they still 
had a reserve commission. The percentage who retained the 
commission was highest in the Navy, with the Air Force and 
Army following in that order. These percentages are reflected 
In table 7, 


GOVERNMENT MEDICAL EDUCATION RECEIVED 
Of the 1,600 physicians who completed the questionnaire, 
1,244 stated that they had received assistance in medical edu- 
Cation from the government. There were 356 who said they 





medical field service school accounted for the largest number, 
while the School of Aviation Medicine and the amphibious 
forces training school were next in order of size. Table 9 gives the 
number and percentage distribution of physicians by type of 
training received and by branch of service. 

PHYSICIANS’ EVALUATION OF MEDICAL 


MILITARY TRAINING 


The majority of physicians filling out the questionnaire felt 
that all important features of medical military training had been 
satisfactorily covered. A small percentage indicated the training 


TaBLeE 4.—Percentage Distribution of Total Physicians, by 
Years of Internship and Residency 


Internship Residency 


None ; ‘ 19.6 
1 year R56 146 
2 years 14.2 11 
3 years 01 5.1 
4 years 7A 
Other 1 
No response 0.1 3.1 
Total .... 100.0% 100.0% 


was unsatisfactory, but gave no specific reason. Others stated 
reasons why they considered their tour of service unsatisfactory. 
It should be pointed out that this was a multiple answer question. 
According to services, the response from the Army was 700 
and from the Navy and Air Force it was 448 and 459 respec- 
tively. Table 10 indicates percentages by branch of service. 
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PHYSICIANS’ EVALUATION OF ASSIGNMENT tic and at overseas stations. Many of the respondents neglecteg A 
: ’ 2 “8 p 
A large majority of the physicians indicated they were properly to answer the question; still others answered it only in par, 
assigned; however, a less decisive majority responded favorably Tables 13, 14, and 15 reveal these percentages in detail, , 
‘ the 0 
to the question as to whether they were properly rotated. Tables 2 : 
11 and 12 show these percentages by branch of service. SURES GP HOGGLITARY MEDICAL CAME CROWNED ~ 
The type of medical care most frequently performed by medi. a fic 
TYPES OF PATIENTS TREATED cal officers for nonmilitary persons was outpatient care, The me 
. : . een? «“ es oe ‘ ‘ cond: 
One of the questions was designed to determine the percentage assignment “other specialty services” was second in order of fre. . hI 
. _ oge adit 
of time devoted by physicians to military personnel, dependents —_ 
“s* . . . . jon 
' of military personnel, < stré - >, S- ee a me 
litary personnel, administrative duties, etc., both at domes TaBLE 9.—Distribution of Physicians, by Type of Governmen; 
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Army Navy Air Force 
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This is the first of a series of articles devoted to the federal 
income tax liability of physicians. This series will be published 
later for free distribution in pamphlet form. Copies of the 
pamphlet can be obtained by writing to the Law Department 
of the American Medical Association. The articles that will 
appear in this column are intended for general information only 
and not as a substitute for the services of a professional tax 
adviser, where needed. The Law Department does not answer 
inquiries regarding the specific tax problems of an individual 
physician.—EbD. 


FEDERAL INCOME TAX: 
BUSINESS EXPENSE DEDUCTIONS 


Under the federal income tax law, a physician who maintains 
his own office is considered to be the proprietor of a business. 
He is entitled to deduct from his gross income all the ordinary 
and necessary expenditures attributable to carrying on his prac- 
tice. These deductions, if claimed, must be supported by itemized 
records and substantiating evidence sufficient to explain the 
business purpose of each expenditure, since the burden of proving 
their validity rests on the taxpayer. Living costs and personal 
expenses may not be deducted as business expenses. If an expense 
item is both business and personal, only the portion that may 
reasonably be allocated to the physician’s practice may be de- 
ducted as a business expense. 


BUSINESS EXPENSES 


Although it is impossible to present an exhaustive list of items 
deductible as business expenses, certain typical expenses are 
worthy of note. To the extent that the following expenses are 
ordinary and necessary in conducting a medical practice, they 
are deductible. 

Accounting Fees.—The cost of installing an accounting sys- 
tem, keeping books and other records, and preparing tax and 
income tax returns is deductible. 


Automobiles.—Expenses of operation include gasoline, oil, 
greasing, washing and polishing, antifreeze, garage rent, license 
fees, uncompensated casualty and collision damages, deprecia- 
tion, insurance premiums, interest on installment purchase, 
repairs, parking fees, towing charges, bridge and highway tolls, 
and chauffeur’s wages and uniform. A physician who does not 
make hospital or house calls but uses his automobile only for 
pleasure and commuting between his residence and office may 
deduct none of these items as a business expense. If the auto- 
mobile is used for both business and pleasure, the proportion 
devoted to medical practice is a business expense. The allocation 
of the amount to be deducted may be made on the basis of 
actual mileage records, a reasonable estimate of the mileage 
devoted to business use, or any other fair method of apportion- 
ment. 

Bank Charges.—Service charges for maintaining a business 
checking account are deductible. 

Casualty Losses.—Loss by fire, storm, theft, or burglary of 
property used in medical practice, if not compensated by in- 
surance, is deductible. 

Cleaning.—Cost of janitor or porter service for cleaning office 
and furniture and expenses for laundering or dry-cleaning car- 
pets, curtains, draperies, and similar items are allowable business 
expenses. 

Collection Fees.—Fees paid to collection agencies and lawyers 
for collecting delinquent professional accounts are deductible. 

Conventions.—A physician’s expenses in attending a medical 
convention are deductible; however, the expenses of his wife 
are not. Deductible convention expenses include registration 
fees, hotel expenses, cost of meals, tips, baggage charges, taxi- 
cab fare, and transportation costs. Expenses in attending a 
business convention may also be deductible if the physician is 
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able to show that his attendance is directly connected with his 
practice, for example, an industrial surgeon attending a cop. 
vention of industrial insurance underwriters. 

Depreciation.—Capital expenditures for office furniture, auto. 
mobiles, and professional equipment are not deductible items 
but a reasonable allowance may be made for exhaustion, Wear 
and tear, and ordinary obsolescence of property used jn con- 
ducting a medical practice. This allowance is termed “depreci- 
ation.” The cost of such property rhay be recovered through 
depreciation deductions taken each year over its useful life. A 
proper annual allowance for depreciation must be established jn 
accordance with a predetermined, reasonably consistent plan 
whereby the aggregate of the amounts set aside each year Plus 
the salvage value, if any, will, at the end of the useful life of 
the property, equal its cost. 

Physicians generally use the “straight line” method of depreci- 
ation. Under this method, the cost is recovered in annual jp. 
stallments of equal amounts over the expected life of the 
property. The Bureau of Internal Revenue has stated that the 
life of scientific equipment used by physicians is usually 10 years 
and the composite life of office equipment, about 15 years. The 
reported tax cases suggest a useful life of about four years for 
automobiles. The bureau has stated that, because of its extended 
life, radium as a therapeutic agent is not depreciable. Depreciable 
property with a useful life of three years or more, acquired 
new and unused by the taxpayer after Dec. 31, 1953, may be 
depreciated under one of the new methods provided in the 1954 


Deductions Under Three Methods for a Machine With a Ten 
Year Life, Costing $10,000, and Without Salvage Value 





Straight Declining Sum of 

Line Balance Years- 

Year (10%) (20%) Digits 
Di sveedeteritkedinvardrkutimetios $ 1,000 £2,000 S 1,818 
Dt dacvar cunuemueese keer hanate 1,000 1,600 1,636 
RT RR ei ik ee ee ered 1,000 1,280 1,455 
Gp ithtuasecedenuncesbetesageasesad 1,000 1,024 1,273 
Diddsivcichdewusebhawpessnesetguge 1,000 819 1,09! 
Dee ccdietemededesudiced bereteseave 1,000 655 909 
ip pun ns acdmeddee awe dednes ok 1,000 624 727 
Dist dt-vecsesebesonseduccesedeeces 1,000 420 545 
iswitasascckidsitwedamaareebes 1,000 336 364 
lsviktakinauhiietetacaneseaneets 1,000 268 182 
aa cies ckskeneeeees $10,000 $8,926 $10,000 


Internal Revenue Code. Two new depreciation methods known 
as “declining-balance” and “sum of the years-digits” provide 
larger deductions than the “straight line” method in the earlier 
years of depreciation and smaller deductions in later years (see 
table). 

The “declining balance” method permits the taxpayer to de- 
duct twice the percentage allowed under the “straight line” 
method, applied to each year’s remaining unrecovered cost. To 
illustrate, assume that the useful life of a machine is 10 years 
and its cost is $10,000. The “straight line” rate is 10%, and the 
permitted “declining balance” rate is 20%. Depreciation for 
the first year is 20% of $10,000, or $2,000; for the second year, 
20% of $8,000, or $1,600; etc. 

Under the “sum of the years-digits” method, each year's 
depreciation is determined by multiplying the cost by a fraction 
whose numerator is the remaining number of years of useful life 
of the asset and whose denominator is the sum of all the digits 
representing each year of the entire useful life. In the case of 4 
machine costing $10,000 with a useful life of 10 years, the 
constant denominator of the fraction is 55 (the sum of 10, 9. 
8, 7, 6, 5, 4, 3, 2, and 1). The first year, depreciation would be 
10/55 of $10,000, or $1,818; the second year the depreciation 
would be 9/55 of $10,000; etc. 

Inasmuch as the entire cost cannot be recovered under the 
“declining balance” method, the law permits the taxpayer '0 
switch at any time to the “straight line” method for the ur 
depreciated balance. It should be noted that the new methods 
are available only for new depreciable assets, having a life 0! 
three years or more, acquired after 1953. 
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Dues—Dues paid to medical associations are deductible. 
Dues paid to social organizations, even though their membership 
js limited to physicians, are generally held to constitute personal 
expenses and as such are not deductible. If, however, member- 
ship in a social organization 1s maintained for both personal and 
husiness reasons, and convincing evidence can be produced to 
substantiate the claim, the business portion of membership 
expenses may be deducted. Such deductions are carefully scruti- 
nized by internal revenue agents and should be supported by 
qubstantial evidence showing a direct relationship to the physi- 
cian's practice and the business benefits anticipated. Dues and 
expenses incidental to membership of a physician’s wife in a 
medical society auxiliary are generally considered personal and 
not business expenses, since no income or business benefit to the 
physician is likely to result. 

Entertainment.—Entertainment expenses incurred as a means 
of enhancing a physician’s practice, such as the entertainment 
of physicians who refer patients, and similar expenditures to 
attract and retain patients, are proper business expenses. The 
physician must be prepared to prove that such expenditures have 
a direct income-producing relationship to his practice; otherwise, 
they will be disallowed. A detailed record should be kept of each 
item of business entertainment expense, together with dates, 
amounts, names of persons entertained, the nature of the expense, 
and recipients of payment. Wherever possible, such expenses 
should be made on 2 charge account and paid by check so that 
a permanent record may be retained. The physician must be able 
to show from his other records the business benefit he derives 
from the persons he entertains. Extensive business entertainment 
or the expenditure of an unusually large proportion of income 
for this purpose makes it difficult to establish that the entire 
amount of these expenditures has a direct income-producing 
relationship to the physician’s practice. 

Flowers —The cost of flowers for the waiting room, as well 
as flowers for patients and funeral wreaths, are deductible as a 
business expense providing such costs are incurred for a business 
reason and not in fulfillment of a social or personal obligation. 


Gifts—Gifts to employees and patients to celebrate special 
occasions, such as Christmas gifts, are deductible. Gifts to 
employees must be reasonable in value so as not to constitute 
excessive compensation for personal services. To be deductible, 
gifts to patients must have a business purpose. Gifts intended 
to fulfill a social obligation are not deductible even though the 
recipient may be coincidentally a patient. Large gifts that go 
beyond the scope of normal business relations are likely to be 
considered personal and not business expenses. 


Insurance-—Premiums on insurance policies written in con- 
nection with a physician’s medical practice are deductible, in- 
cluding premiums on policies covering professional liability, pub- 
lic liability, embezzlement, indemnity bonds on employees, and 
insurance (fire, theft, storm, flood, etc.) on property used in 
medical practice. Premiums for life insurance on the physician's 
life, of course, are personal expenses. 


Interest—Interest on indebtedness arising from the purchase 
of property and professional equipment used in medical practice 
is deductible as a business expense. 


Laundry.—Expenses involved in the laundering or rental of 
towels, surgical gowns, and linens used in medical practice are 
deductible. 

Leasehold Improvements.—The cost of improving or remodel- 
ing a physician’s office (doors, partitions, plastering, lighting and 
Plumbing fixtures, etc.) may be amortized over the remaining 
period of his lease. 


Legal Expenses.—Expenses incurred in defense against a claim 
or a civil suit for professional liability are deductible, including 
attorneys’ fees, damage awards, and court costs. The expenses 
of litigation arising out of medical practice are generally deduct- 
ible, with the exception of expenses incurred in a criminal pro- 
ceeding in which the defense is unsuccessful. 

Magazines and Books.—The cost of medical journals and 
Magazines and periodicals for the waiting room is deductible. 
The cost of books that have only temporary value (generally 
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less than one year) is deductible, but the cost of medical refer- 
ence books having more or less permanent value should be de- 
preciated, as with other capital equipment, over their useful life. 

Medical Supplies.—The cost of medical supplies such as drugs, 
medicaments, chemicals, vaccines, serums, dressings, and clini- 
cal thermometers (normal life of less than one year) is consid- 
ered a business expense. 

Office Maintenance.—Among the usual business expenses for 
maintaining a medical office are those for electricity, gas, heat- 
ing fuel, water, telephone, telephone answering service, moving, 
rental for professional equipment, repainting office interior, office 
rent, janitor service, and reasonable salaries and bonuses paid 
to nurses and office assistants. Other typical office maintenance 
expenses include cost of stationery, professional cards, prescrip- 
tion blanks, postage, and items such as special uniforms and 
small instruments having a normal useful life of less than one 
year. 

Postgraduate Courses.—Expenses incurred in attending post- 
graduate courses intended to keep a physician abreast of current 
developments in his area of competence are deductible. To 
qualify, the courses must be in the physician's field of practice 
and not designed to further his education so that he may embark 
on a new career or acquire a new status. Postgraduate expenses 
may include tuition, transportation, and meals and lodging if 
away from home. A physician who abandons his practice for 
an extended period of time to engage in study may not deduct 
his educational costs. 

Repairs ——The cost of incidental repairs that keep property 
in an ordinarily efficient operating condition may be deducted 
as a business expense. Examples of repairs are fixing broken 
furniture and restoring an air-conditioning unit to operation. 
On the other hand, the cost of installing shelves in the phy- 
sician’s office library would be an improvement and not a mere 
repair, and consequently the cost should be depreciated over 
the improvement’s useful life. 

Residence.—A physician who rents a building or apartment 
for residental purposes, but incidentally receives patients there 
(his office being elsewhere), may deduct no part of his rent as a 
business expense. If, however, he uses part of his house as an 
office, the portion of the rent that is properly attributable to 
the office is deductible. He must be prepared to show that he 
actually maintains an office in his residence and that he regularly 
receives patients there. Substantiating evidence would include 
proof that a part of the residence is equipped and used for the 
treatment and examination of patients. There is no prohibition 
against a physician maintaining two bona-fide offices—one 
located in his residence and the other elsewhere. If a physician 
owns the building in which his office is located, he cannot charge 
himself “rent” and deduct the amount so charged. He may, 
however, deduct as a business expense of his practice the portion 
of the upkeep attributable to his office. This will include a share 
of the expense of taxes, water, heat, janitor, cleaning, insurance, 
and similar items. 

Taxes.—Federal gasoline taxes and excise taxes such as those 
payable on telephone and telegraph messages are not deductible 
as a tax. However, if such taxes are paid in connection with 
the practice of medicine (or any other trade or business), the 
amounts paid are a deductible expense as part of the cost of 
the item. Taxes on personal property or real estate are deductible 
as a business expense if levied on property used in medical 
practice. Occupation taxes or taxes on gross receipts from pro- 
fessional practice, sales and use taxes on purchases of medical 
supplies and equipment, annual license fees to practice medi- 
cine, narcotics hcenses, automobile licenses, and social security 
and state unemployment taxes paid as an employer are other 
common tax items that may be deducted as costs of medical 
practice. 

Traveling Expenses.—Transportation expenses in attending 
medical meetings for a professional purpose and necessarily in- 
curred in professional visits to patients are deductible business 
expenses, as are cost of meals and lodging if “away from home” 
(an overnight trip). Traveling expenses of a physician's wife in 
accompanying him to medical meetings are personal rather than 
business expenses. 
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SUMMARY AND CONCLUSIONS 


These are the tests in determining whether an expenditure 
by a physician qualifies as a business expense: 1. It must be an 
expense item and not a capital expenditure (such as the pur- 
chase of professional equipment, which can only be depreciated 
over its useful life). 2. The expense must have been incurred 
in carrying on his medical practice. 3. It must be an “ordinary 
and necessary” expense, in the words of the statute. An expense 
is “ordinary and necessary” if it is common and normal in the 
practice of medicine, even though it may be unusual or non- 
recurring for the particular taxpayer. The United States Su- 
preme Court has stated that “ordinary in this context does not 
mean that the payments must be habitual or normal in the sense 


that the same taxpayer will have to make them often.” 


It may be noted that “bad debts” and “charitable contribu- 
tions” were not included among the foregoing items of business 
expense. Physicians who make their returns on a cash-receipts- 


and-disbursements basis, as physicians generally do, cannot claim 
deductions for bad debts, since income is reported only when 


it is received. Taxpayers who make returns on an accrual basis 


report income and expenses as they accrue and, therefore, are 
entitled to deduct proved bad debts. Charitable contributions 
may not be deducted as business expenses. The 1954 Internal 
Revenue Code makes it clear that no business deduction is 
available for any charitable contribution by a person. How- 
ever, a payment (as distinguished from a gift or contribution) 
to a charitable organization, in consideration for a binding obli- 
gation on the part of such organization to perform services 
directly related to the physician’s practice, is deductible as a 
business expense. Such payments probably will not be held to 
be deductible as business expenses when made with no expecta- 
tion of a financial return commensurate with the amount paid. 

In determining what may properly be considered a business 
expense, the technical rules and precedents are important, but 
fundamentally each situation depends on its own attending 
circumstances. 
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Rotary is celebrating its golden anniversary in 1955. The 
golden anniversary period extends from Feb, 23 through June 
2. Rotary, like other service groups, is well known, but some- 
times the work of these groups is taken for granted. Not every- 
one appreciates the help they bring to the community and to 
mankind.—EpD. 


ROTARY’S GOLDEN ANNIVERSARY 
Ben N. Saltzman, M.D., Mountain Home, Ark. 


Young Dr. William H. Anderson completed his examination 
of the young woman lying on the couch in his office. 

“I can get you well,” he told her, “but it will take a lot more 
than the contents of the bottles standing on these shelves in 
my office. I will drop by and see you at your home tomorrow.” 


Early the next day he stopped by a ramshackle house on the 
edge of town and knocked at the door. The young woman who 
had been in his office the previous day came and answered it. 
As she invited him inside he stepped across the room and care- 
fully emptied the bulging contents of a paper bag he had been 
carrying onto a table. Pointing to a stack of groceries now lying 
there, he said: “Eat three good meals a day. If you follow my 
prescription you will soon be well again.” 

Though his patient quickly recovered, the young Booneville, 
Miss., doctor was worried. He knew that the case of the young 
woman was not an isolated one but that many other families 
living in Prentiss County were also poverty-stricken. There was 
only one remedy, he reasoned, for this economic “sickness”— 
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new industries, improved roads to promote trade, better farm 
methods, adequate schools, health education, and more doctors, 
Working to stir up interest of others in his idea, ministering tg 
the sick, Dr. Anderson found himself launched on a career 
of public and community service. He has served Prentiss County 
over the past 25 years as medical officer, physician, and Public 
benefactor. He provided the land on which was completed jn 
1949 a modern 50-bed hospital serving the county’s needs. Today 
the well-being of the people of Prentiss County is, in a large 
degree, due to the untiring efforts of Dr. Anderson in devoting 
himself to the service of his community and in making his 
knowledge and skills available to all who have need of them. 
As a physician, he has gained by his personal example a new 
and profound respect for the members of the medical profession 
among those with whom he has come in contact. As a member 
of the Rotary club of Booneville and a district governor of 
Rotary International, he is recognized as a “worthy exponent” 
of his profession. Through his many and varied acts of service 
he has demonstrated the true meaning of the Object of Rotary 
and the high ideals set forth in the Hippocratic Oath that he 
swore to uphold as a member of the medical profession. Like 
most physicians active in Rotary, “Wick” Anderson is esteemed 
by the members of his own profession and has held many offices 
in state and national medical organizations. Dr. Louis Hundley 
of Pine Bluff, Ark., a present district governor of Rotary, has 
performed notable service for the state medical society and for 
the state of Arkansas in all matters pertaining to health. 


There is a strong parallel between the ethical principles and 
the ideals of service stated in the Hippocratic Oath and those 
expressed in the Object of Rotary, which is: 

“To encourage and foster the ideal of service as a basis of worthy enter- 
prise and, in particular, to encourage and foster: 

“The development of acquaintance as an opportunity for service; 

“High ethical standards in business and professions; the recognition of 
the worthiness of all useful occupations; and the dignifying by each Ro- 
tarian of his occupation as an opportunity to serve society; 

“The application of the ideal of service by every Rotarian to his per- 
sonal, business and community life; 


“The advancement of international understanding, good will and peace 

through a world fellowship of business and profession men united in the 
ideal of service.” 
It is, therefore, little wonder that the medical profession and 
Rotary have found many opportunities to team up quietly to 
serve others. In numerous instances members of Rotary clubs 
all over the world and of the medical profession have together 
rendered significant services to their communities. 

Only a short time ago a young boy returned to his home 
almost completely restored to health after being considered, at 
the outset of his illness, hopelessly ill. Earlier, the boy had been 
brought to the famous Children’s Hospital in Pittsburgh suffering 
from mysterious internal bleeding following his apparent re- 
covery from poliomyelitis. 

“It can only be a matter of hours,” was the medical verdict 
first rendered. 


Then to everyone’s surprise the boy started to respond to 
treatment. There appeared to be hope for a complete cure. 


“Children’s Hospital in Boston is where this boy belongs,” one 
of the medical advisors declared. “They've performed miracles 
up there with all sorts of children’s diseases—‘blue babies, 
‘Rh’ cases, even epilepsy and cancer.” 

But the boy’s father could not afford the expenses of such 
an undertaking. He had already expended his financial resources 
in taking care of the boy while he had lain ill with poliomyelitis. 
Then the story got back to Castle Shannon, Pa., a small town 
outside of Pittsburgh, where the family had lived all their lives. 
Local Rotarians made the boy’s case their concern. They 
arranged to pay the fare of the boy and his mother to Boston. 
But there still remained other charges for his care that had to 
be planned for—and that was what led to a demonstration ol 
teamwork between two distant Rotary clubs, the Rotary club 
of Castle Shannon and the Rotary club of Boston. A member 
of the Castle Shannon club wrote to the Boston club asking 
if the boy could be admitted to the Children’s Hospital and 
treated, even without funds. The case was taken up with the 
hospital authorities through a Boston Rotarian, and arrange- 
ments were made to treat the youngster without certainty o! 
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sayment. The boy and his mother went to Boston, where he 
fo hospitalized while she remained a guest in the home of a 
Rotarian. After months of treatment calling for close teamwork 
mong the physicians, technicians, research workers, and nurses, 
the bleeding was finally arrested, and the boy started back along 
the road to recovery. 

There is also the story of how Dr. Nicholas Holmes, a member 
of the Rotary club of Chillicothe, Ohio, and a past district gover- 
sor of Rotary International, worked with other members of his 
-jub and those belonging to the Rotary club of Tucson, Ariz., 
19 send a young girl suffering from asthma from her home in 
Wellston, Ohio, to Tucson. The child’s parents, like those of 
the boy from Castle Shannon, were unable to afford the expense 
of such a move. When members of the Rotary club of Wellston 
heard about the case, however, they immediately arranged to 
pay the expenses of moving. The Rotary club of Columbus, 
Ohio, booked places for the girl and her mother on a plane 
eaving for Arizona. The Rotary club of Tucson, through the 
assistance of the Rotary district governor in that area, gave 
assurance of employment for the father so he could join his 
family. Dr. Holmes arranged for the gi.! to continue to receive 
free medical care in her new home. 

Drs. Holmes and Anderson are only two of the 400,000 
worthy representatives of businesses and professions who make 
up Rotary’s worldwide membership today. They are among the 
thousands of members of the medical profession who belong to 
over 8,400 Rotary clubs now active in 89 different countries and 
geographical regions on all six continents. Among the former 
presidents of Rotary International is Dr. Crawford C. Mc- 
Cullough, a specialist in diseases of the eye, ear, nose, and 
throat in Fort William, Ontario, Canada, who held this office in 
1921-1922. Of the 220 Rotarians who are currently serving as 
Rotary district governors, 22 are members of the medical pro- 
fession. They come from 11 different countries. Nine are from 
the United States; four from Brazil; and one each from England, 
South Africa, the Philippine Islands, Ceylon, Portugal, Finland, 
Dominican Republic, Mexico, and Bolivia. In May, 1954, these 
men spent eight days at the Rotary International Assembly at 
Lake Placid, N. Y. Here they had an opportunity to meet in a 
spirit of fellowship and discuss medical research and develop- 
ments in their respective parts of the world. It has been my 
privilege to share that experience for the last three years, and 
the friendships I have made with physicians of other countries 
will always be among the treasured memories of my life. 

This year the president of Rotary International is Herbert J. 
Taylor of Chicago. He is one of five members of the board of 
directors from the United States, the others being from Canada, 
England, Australia, Brazil, Uruguay, Italy, India, and Belgium. 
Last year the board of directors, in a statement issued for world- 
wide distribution, declared that Rotary International is “un- 
equivocally for the liberty of the individual, for freedom of 
thought, speech and assembly, freedom of worship, and freedom 
from persecution.” 

“It is obvious,” the Board declared, “that everything for which 
Rotary International stands is the very antithesis of communism. 
.. . Where freedom, justice, truth, sanctity of the pledged word, 
aid respect for human rights do not exist, Rotary and the ideal 
for which it stands cannot survive.” 


Members of the board of directors today meet in the bright 
surroundings of Rotary International’s new headquarters build- 
ing at Evanston, Ill. Construction of the new building, which 
is of contemporary style, was completed shortly after the middle 
of 1953. It provides accommodations for the 150 members of 
the staff. From this headquarters is administered the Rotary 
Foundation fellowship program that was launched in 1947. 
Under this program students, including many who are studying 
medicine and other professions, are selected by Rotary clubs all 
over the world for a year of study in countries other than their 
own. Students are selected on the basis of their moral and 
scholastic qualifications and their ability to make friends and 
‘0 speak the languages of the countries in which they plan to 
study. Rotary fellows are given grants, averaging $2,500, to cover 
all expenses during their year abroad. These grants are made 
Possible by contributions from members of Rotary clubs and 
Others. To date, more than $3,500,000 has been raised for this 
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purpose, and over $1,750,000 has been expended in grants to 
700 young men and women selected by Rotary clubs in 57 
different countries over the past cight years. Fellows are guests 
of Rotary clubs in the countries where they have chosen to study. 
They are invited into the homes and places of business of 
Rotarians. They spend their vacations traveling throughout the 
country and learning of its history, its culture, its opportunities, 
and the hopes of its people. In turn, they are invited to tell their 
hosts about their own homelands and to engage in a free and 
friendly exchange of views and opinions on many topics that will 
help promote international understanding and good will. When 
the year ends they return home and tell of their many experiences 
to members of the Rotary clubs that sponsored them. The world- 
building possibilities of such a program and its ultimate influence 
as a factor in promoting international peace and understanding 
caused the late Warren R. Austin, former United States repre- 
sentative to the United Nations, to describe it as “one of the 
most hopeful roads to peace.” 

It was a simple idea that led to the founding of Rotary in 
Chicago just 50 years ago. A young attorney, Paul P. Harris, 
felt lonely in the strange, large city to which he had come from 
a rural background. He wanted to expand his circle of friends, 
to get to know other men better, and to learn something about 
their businesses. On one February evening in 1905, he shared this 
thought with three business acquaintances. Like tens of thousands 
of others since, they were caught up by the enthusiasm of the 
young attorney and impressed by the worth of his idea, and 
they decided to form a club. From the practice of holding meet- 
ings on a rotating basis in the places of business of members it 
was called the “Rotary Club.” Today this club in Chicago is the 
largest Rotary club in the world, with over 600 members. The 
membership plan, as followed by the Chicago Rotary club and 
others around the world, is a unique one. Membership is selected 
on a basis of one active member from each recognized business 
and profession in the community. As a result, every Rotarian 
is looked on as a representative not only of his own business but 
also of his vocation; that is, the entire business or professional 
field of which he is a part. He is expected also to represent 
Rotary and its ideal of service in his daily practice. 

A Rotarian physician who was asked to explain what service 
meant in his profession described the humble laboratory that 
stands near the Victoria Memorial in Calcutta, India. It was here 
that Colonel Ross discovered the cause and method of trans- 
mission of malaria. A modest plaque carries this legend in verse, 
written by Colonel Ross himself: 

This day relenting God 

Hath placed within my hand 
A wondrous thing, and God 
Be praised, at his command 
Seeking his secret deeds 
With tears and toiling breath, 
I find thy cunning seeds, 

O million murdering death. 

I know this little thing 

A myriad men will save: 

O death, where is thy sting, 
Thy victory, O grave? 


The physician continued: “How great an honor was given Ross 
that millions who never knew his name should breathe and know 
life because of him? And what shall I say more, for the time 
would fail me to tell of Caler and Deaver and Murphy and the 
Mayos and Koch and Roentgen and all the host of others who, 
through ceaseless vigil and an irresistible desire to know the 
truth, subdued diseases, obtained cures for pernicious anemia, 
stopped the ravages of diabetes, quenched the violence of tuber- 
culosis, out of weakness were made strong, waxed valiant in 
fight, and put to flight the armies of sickness.” 

In every occupation of Rotary there are unsparing contribu- 
tors, men who overcome disappointment and risk criticism and 
material loss in seeking to raise the standards of their chosen 
occupation. There is not a man in Rotary who, looking back- 
ward, would not select as his most rewarding experiences the 
opportunities he has found to serve society. 


111 W. Sixth St. 
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MEDICAL LITERATURE ABSTRACTS 


INTERNAL MEDICINE 


The Clinical Features of Aortic Stenosis. A. M. Mitchell, C. H. 
Sackett, W. J. Hunzicker and S. A. Levine. Am. Heart J. 
48:684-720 (Nov.) 1954 [St. Louis]. 


Of 533 patients with aortic stenosis who were observed at 
the Peter Bent Brigham Hospital in Boston between 1913 and 
1952, the clinical diagnosis of aortic stenosis was confirmed at 
autopsy in 214, it was substantiated by the detection of calci- 
fication of the aortic valve on fluoroscopy in 158, and it rested 
on customary clinical criteria in 161. The patients were divided 
into four major groups, i. e., 131 with pure aortic stenosis, 224 
with aortic stenosis and insufficiency, 149 with aortic and mitral 
stenosis with or without associated incompetence of the valves, 
and 29 with stenosis of the aortic, mitral, and tricuspid valves 
with or without accompanying insufficiency of the valves. Evi- 
dence indicated that in most patients aortic stenosis is primarily 
rheumatic in origin even when of the calcific type. A past his- 
tory of rheumatic fever was much more frequently obtained 
in those in whom mitral stenosis as well as aortic stenosis was 
present than in the group in which the aortic valve alone was 
involved. Of the 533 patients, 318 were males and 215 were 
females. Males predominated among the patients with stenosis 
of the aortic valve alone, females among those with trivalvular 
stenosis, and the sex distribution was about the same in those 
with aortic and mitral stenosis. The age at death was known 
for 326 of the 533 patients, and the average age was 52.2 years. 
For pure aortic stenosis the average age was 65.3 years, for 
aortic stenosis and insufficiency it was 52.5 years, for aortic 
and mitral stenosis 48.4 years, and for trivalvular stenosis 36.5 
years. The average duration of life after the onset of conges- 
tive failure was 42.5 months; 22.7 months for pure aortic steno- 
sis; 28.9 months for aortic stenosis and insufficiency; 56.4 
months for aortic and mitral stenosis; and 80 months for tri- 
valvular stenosis. Angina pectoris was present in 159 (29.8%) 
of the 533 patients; its incidence in pure aortic stenosis was 
36.7%, in aortic stenosis and insufficiency 34.8%, in stenosis of 
the aortic and mitral valves 20.8%, and in those with trivalvular 
stenosis 10.4%. The presence of aortic insufficiency did not in- 
crease the incidence of angina pectoris. Syncopal attacks occurred 
in at least 12.6% of the patients; the incidence was highest 
with pure aortic stenosis (20.6%), 10% in aortic and mitral 
stenosis, and was rare in those with trivalvular stenosis (3.5%). 
Sudden death occurred in 40 (18.7%) of the 214 patients in 
whom the mode of death was known; the incidence was about 
the same whether mitral stenosis was present or not, and it 
occurred at the average age of 52 years. Seventy-four patients 
(35%) died of congestive failure, 19 (8.8%) of pneumonia, 43 
(20.1%) of subacute bacterial endocarditis, 5 (2.3%) of myo- 
cardial infarction, 10 (4.6%) of pulmonary emboli, 9 (4.2%) of 
cerebrovascular accidents, and 14 (6.4%) died of miscellaneous 
causes. Of the 455 patients in whom electrocardiograms were 
available, some form of conduction disturbance was present in 
118 (26%). Auricular fibrillation was present in 10% of the 
patients with aortic stenosis alone and in 55% of those who 
also had mitral stenosis. Among 127 patients in whom the elec- 
trocardiograms were adequate for the detection of left ven- 
tricular hypertrophy, it was observed in 74.8%; in those with 
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aortic stenosis without mitral stenosis the ratio was 84%. The ab- 
sence of left ventricular hypertrophy when the aortic valve alone 
was involved indicated only a slight degree of aortic stenosis 
The level of blood pressure was not found helpful in the diag. 
nosis of aortic stenosis. The most constant finding was the pres- 
ence of a systolic murmur. This was generally loudest at o; 
near the second right intercostal space, though in 16% of the 
patients without mitral involvement it was actually louder op 
the apex. The presence or absence of a systolic thrill was dj. 
rectly related to the loudness of the murmur. A forceful or |if;. 
ing apex impulse proved to be a valuable indication of |ef; 
ventricular hypertrophy. Subacute bacterial endocarditis was 
observed in 53 patients (10%). Vegetations were always found 
on the aortic valve when mitral stenosis was absent. The most 
valuable roentgenologic finding was the detection of a calcified 
aortic valve. The average heart weight was 605 gm. for pure 
aortic stenosis, 686 gm. for aortic stenosis and insufficiency, 593 
gm. for aortic and mitral stenosis, and 543 gm. for trivalvulay 
stenosis. In general, it can be concluded that the diagnosis of 
aortic stenosis can be made with a high degree of accuracy. 
Considerable variation was found in the clinical progress of 
the disease. 


Management of Patients with Mitral Stenosis Before, During, 
and After Mitral Valvuloplasty. G. N. Bedell, J. W. Culbertson 
and J. L. Ehrenhaft. A. M. A. Arch. Int. Med. 94:718-723 
(Nov.) 1954 [Chicago]. 


The method described below was used in the medical manage- 
ment of 95 patients with rheumatic mitral stenosis who under- 
went mitral valvuloplasty with an operative mortality rate of 
4.3%. Preoperatively, congestive heart failure is controlled and 
the presence of rheumatic activity or infection is excluded. Dur- 
ing operation cardiac mechanism is monitored electrocardio- 
graphically and left atrial pressure pulse waves are recorded. In 
the immediate postoperative period patients are carefully 
watched for evidence of failure of the left lung to expand, myo- 
cardial decompensation, cardiac rhythm disturbance, and arterial 
embolism. At the time of discharge from the hospital patients 
are given specific instructions regarding diet, activity, and medi- 
cation. Those who had chronic congestive right ventricular 
failure preoperatively are advised to limit their sodium intake 
for a few months. Activities must be resumed gradually, and 
regular rest periods are recommended. If digitalis was given 
preoperatively, its use is continued for at least six months after 
operation. The referring physicians are requested to send the 
patients back to the hospital one or two months after operation 
for a progress examination. Except for incisional pain, the only 


_troublesome late postoperative complication in this series was 


a 10% incidence of a brief, febrile intrathoracic disease process, 
characterized by chest pain, tachycardia, malaise, and sometimes 
congestive heart failure. This is believed to be nonrheumatic 
in character; it is suggested that multiple small pulmonary 
infarcts and secondary pleuritis may be important factors. 


Coronary Thrombosis Coexistent with Cerebrovascular Ac- 
cidents. F. B. Rogers and C. R. Shuman. Am. Pract. & Digest 
Treat. 5:857-860 (Nov.) 1954 [Philadelphia]. 


In spite of the established fact that acute coronary thrombos!s 
may appear at the time of a cerebrovascular accident (throm- 
bosis, hemorrhage, or embolism), some uncertainty still remains 
as to the frequency of simultaneous occurrence of the two con- 
ditions. A review of 134 cases in which diagnoses of acule 
cerebrovascular accident and/or acute coronary thrombosis were 
made detected the coexistence of these two conditions in !9 
patients (7%). This incidence corresponds to recent reports !" 
the literature. Correct clinical diagnoses in cases of combined 
lesions of brain and heart are made only with difficulty during 
life because of the obscurity of symptoms referable to cardiac 
disease. The latter symptoms are often masked by the pre- 
dominantly neurological picture. It is probable that combined 
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esions have often escaped detection or have been misdiagnosed 
in the past; the increasing incidence reported in recent years 
has been proportional to an augmented interest in their detection. 
Flectrocardiograms are of great diagnostic value in cases of 
cerebrovascular accident to detect otherwise obscure myocardial 
infarction. Four illustrative case abstracts of combined vascular 
sions of heart and brain are presented. Correct diagnosis of 
the concurrence of cerebrovascular accident and coronary 
thrombosis is important from a therapeutic standpoint. 


The Natural History of Mitral Stenosis. J. K. Wilson and W. F. 
Greenwood. Canad. M. A. J. 71:323-331 (Oct.) 1954 [Toronto, 
Canada]. 

The decision whether or not to perform surgical correction 
of mitral stenosis should be based on (1) the prognosis without 
operation, (2) the prognosis with operation, and (3) the risk of 
operation. To determine the outlook without operation, 171 
patients with mitral stenosis seen on the public wards of the 
Toronto General Hospital from 1937 to 1941 were followed 
until death or the spring of 1953. These patients were not able 
to lead a restful life due to their financial position; however, 
the following conclusions seemed justified. Patients with tight 
mitral stenosis should be treated by commissurotomy as soon 
after the appearance of symptoms of severe pulmonary con- 
gestion as possible; these are defined as acute pulmonary edema, 
and orthopnea, nocturnal dyspnea, or one-flight, one-block 
dyspnea. Sixteen per cent of these patients die within six months 
after the appearance of severe pulmonary congestion, whereas 
the risk of operation is about 6% in similar cases. In some 
young patients in whom clinical evidence indicates that tight 
mitral stenosis and pulmonary hypertension exist with only slight 
cardiac disability, operation should be considered for fear of 
severe and sometimes fatal attacks of acute pulmonary edema. 
The average age of onset of severe pulmonary congestion was 
40.1 years; 50% of these patients were dead by the end of 5 
years and 80% within 15 years. Pregnancy often precipitates 
severe pulmonary congestion. About one-third of the patients 
who had pregnancy as a complicating feature died within 10 
years, One-third survived but had severe disability, and in one- 
third their disease reverted to a benign stage. Mitral commis- 
surotomy is warranted with the appearance of severe pulmo- 
nary congestion during pregnancy. Pregnancy per se has no 
delayed deleterious effects on the course of rheumatic heart 
disease. Failure of the right side of the heart appears, on the 
average, two years after the onset of pulmonary congestion. 
Twenty-four per cent of these patients were dead within six 
months, 50% in 3 years, and 91% in 15 years after the appear- 
ance of this manifestation. Auricular fibrillation is evidence of 
advanced disease; the average age of onset was 43.3 years. Six- 
teen per cent were dead in six months, 50% in 5 years, and 
91% in 15 years. The best indications of prognosis are heart size 
and functional capacity. Sixty-five per cent of patients with a 
cardiothoracic ratio of 60% or less survived 5 years and 53% 
for 10 years. In those with a higher ratio, only 35% were still 
alive in 5 years and 22% in 10 years. In and after the fourth 
decade of life, mechanical narrowing of the mitral valve is an 
important factor in the production of congestive failure and 
active rheumatic carditis is of lesser importance. Progression 
of narrowing of the mitral valve probably occurs in adult life 
with no clinical evidence of rheumatic activity. The degree of 
deformity of valves is important functionally and correlates well 
with disability. Murmurs give information about the nature of 
a valve lesion, but they give little information about the degree 
of impairment present. A poor prognosis should never be given 
because a patient has an organic murmur. 


Diagnosis of Diaphragmatic Hernias with Ectopia of Stomach 
and Colon on the Basis of Mass Survey Roentgen Examinations. 
F. Steinhoff. Beitr. Klin. Tuberk. 112:265-274 (No. 4) 1954 
(In German) [Berlin, Germany}. 


Steinhoff says that in the region of lower Saxony some 450,000 
to 500,000 persons are examined annually in mass roentgen 
examinations for the detection of tuberculosis. Various other 
Pathological conditions of the lung besides tuberculosis become 
evident"in the course of these examinations. In this report the 
author is concerned particularly with diaphragmatic hernias, in 
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which parts of the colon, and particularly of the stomach, are 
found in the thoracic cavity. He points out that cavity for- 
mations in the paracardial and retrocardial spaces are often 
incorrectly diagnosed, in that they are mistaken for cysts. These 
errors can be avoided if one thinks of displacement of the 
stomach or parts of the colon in the presence of diaphragmatic 
hernias, and, on the basis of this suspicion, resorts to renewed 
roentgenologic examination after oral administration of barium 
If this is done, diaphragmatic hernias with displacement of the 
stomach will be observed quite frequently, and less often there 
may also be displacement of parts of the colon. The chief causes 
of these ectopias are congenital defects or insufficiency of the 
esophageal hiatus in the diaphragm. Trauma is rarely involved 
in these cases, except that occasionally it may be an eliciting 
factor. The treatment of these cases is discussed on the basis of 
literature reports. 


Antidyspnoeic Action of Para-Aminobenzoic Acid: Modifications 
of the Functional Respiratory Indexes in the Patients Treated. 
R. F. Vaccarezza, A. J. Soubrié and §. Averbach. Dis. Chest 
26:565-573 (Nov.) 1954 [Chicago]. 


Functional respiratory tests were performed before and after 
parenteral administration of 10 cc. of sodium p-aminobenzoate 
in a 5% solution in 18 men and 4 women between the ages of 
26 and 60 years with pulmonary emphysema, pulmonary fibrosis, 
pulmonary tuberculosis, and bronchial asthma, respectively, 
associated with respiratory insufficiency and varied degrees of 
dyspnea. Fifteen minutes after the intravenous injection of the 
drug an increase of oxygen in arterial blood and the hemoglobin 
saturation from 85.9% to 92.6% could generally be ob- 
served; the oxygen consumption decreased from 301 cc. to 
241 cc. average per minute. The apneic inspiratory pause in- 
creased from 26 to 30 seconds, the vital capacity from an 
average of 2,046 cc. to one of 2,132 cc., the reserve air from 
502 to 624 cc., the respiratory minute volume from 11.4 to 
13.1 liters, the respiratory maximum volume from 39.5 to 42.3 
liters, and the number of respirations diminished from 28 to 
24 per minute. The authors believe that the favorable effect of 
p-aminobenzoic acid on the anoxic states of bronchopulmonary 
origin is principally caused by the antioxidizing capacity of the 
drug. 


Treatment of Venous Thrombosis with Anticoagulants: Review 
of 1,135 Cases. J. Marks, B. M. Truscott and J. F. R. Withy- 
combe. Lancet 2:787-791 (Oct. 16) 1954 |London, England]. 


Marks and associates describe the Cambridge method of 
treatment with heparin and antiprothrombin agents and the 
results obtained with this treatment in 1,135 cases of venous 
thrombosis. When venous thrombosis has been diagnosed, the 
patient is confined to bed. An injection of heparin, 150 mg., 
with hyaluronidase, 0.1 mg., is given through a fine needle into 
the muscles of the outer aspect of the thigh. This initial dose 
is followed by 50 mg. of heparin (and 0.1 mg. of hyaluronidase) 
at four-hour intervals for four doses. At the time of the first 
injection of heparin the patient is given either ethyl biscoumace- 
tate, 1.2 gm., or phenindione, 250 mg. by mouth. On subsequent 
days no further heparin is given. A sample of blood is taken 
daily, the prothrombin time is estimated, and the dosage with 
antiprothrombin agents is regulated by this result. Only three 
deaths took place among the treated patients. The incidence of 
fatal pulmonary emboli was not reduced by anticoagulant 
therapy. The fatal pulmonary emboli are sudden and silent and 
usually produce no signs before death. In a busy hospital of 
500 beds an average of 10 fatal pulmonary emboli will occur 
each year. Methods for preventing these deaths are being in- 
vestigated. The length of stay in hospital was reduced -by an 
average of 35 days in the patients treated with the Cambridge 
method; 13.6% of the patients had swelling of the legs on 
discharge from hospital; prompt treatment is important in avoid- 
ing this sequel. Combination of heparin and antiprothrombin 
agents is important to shorten the stay in bed and to relieve 
pain quickly. Domiciliary anticoagulant therapy has been ren« 
dered safe by the use of freeze-dried extract of brain for pro- 
thrombin estimations and by the development of safer anti- 
coagulants. Three hundred seven of the patients in this series 
were treated successfully at home. , 
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Prophylaxis of Thrombosis and Embolism by Long-Term Anti- 
coagulant Therapy. J.-L. Beaumont, L. Scebat and J. Lenégre. 
Semaine hop. Paris 30:3467-3477 (Oct. 14) 1954 (In French) 
[Paris, France]. 


Prolonged treatment with anticoagulants, ranging from 6 
months to 11 years and lasting over a year in the majority of 
cases, was administered to 88 appropriate patients. Bishydroxy- 
coumarin (Dicoumarin) ethyl ester was used in 78 cases, phenin- 
dione in 4, these two products successively in 5, and bishydroxy- 
coumarin followed by its ethyl ester in one case. The method 
was checked by the Quick technique of measuring prothrombin 
activity and the in vitro heparin tolerance test; the two tests were 
always performed simultaneously. The correct dose of the anti- 
coagulant agent is that causing a permanent hypocoagulability 
of the blood, as determined by the in vitro heparin tolerance 
test. This hypocoagulability varies in respect of two factors: (1) 
the sensitivity of the particular patient’s mechanism of pro- 
thrombin formation to the drug, and (2) the sensitivity of his 
coagulation mechanism to hypoprothrombinemia. The first factor 
is more or less constant in the individual patient, but the second 
is apt to vary within the same person from time to time. To 
achieve relative stability of the hypocoagulant state, intelligent 
cooperation is necessary on the part of the patient. Of the 61 
patients in this series with coronary atherosclerosis, 53 had 
previously had one or more myocardial infarcts; during an 
average treatment period of 18 months, only two infarcts oc- 
curred in this group. Ten patients with primary relapsing 
thromboembolic disease were treated for an average period of 
26.8 months each and had only three venous thromboses, all 
occurring after the treatment was stopped. The 14 patients with 
mitral stenosis had had 50 definite thromboembolic episodes in 
the year preceding treatment, but during a treatment period 
averaging 23.1 months for each they had 5 episodes. Two 
patients with primary auricular fibrillation had no episodes when 
receiving treatment, although they had had them frequently prior 
to treatment. No definite conclusions could be drawn in the 
case of the one patient with atherosclerosis of the lower limbs. 
Side-effects of the anticoagulant therapy consisted principally 
of gastrointestinal intolerance and relatively minor hemorrhagic 
incidents; none was serious. The mortality of the series was four; 
two patients died after the treatment was ended and two during 
treatment. 


Islet Cell Tumors of the Pancreas. M. Feldman, T. Weinberg 
and M. Feldman Jr. Am. J. Gastroenterol. 22:320-328 (Oct.) 
1954 |New York]. 


Feldman and associates report the case of a middle-aged 
woman who complained of intermittent attacks of abdominal 
distress and epigastric pain. The symptoms were particularly 
severe during the early morning hours and were relieved follow- 
ing breakfast. Her appetite was good, and there was often a 
feeling of hunger. The attacks were accompanied by nervous 
spells, headaches, and vertigo. An x-ray examination of the 
gastrointestinal tract revealed no abnormalities. The patient 
continued to have similar attacks with exacerbations and re- 
missions for about four years. Her condition was diagnosed as 
a duodenal ulcer, for which she was treated, in spite of the 
repeated normal x-ray findings. She was hospitalized when her 
symptoms became increasingly severe. There was hypoglycemia, 
and at operation an islet cell carcinoma with metastases was 
found. The authors also discuss observations in 14 autopsies in 
cases of islet cell adenomas, a review of the literature, and a 
collection of 32 recently reported cases. Islet cell tumors of the 
pancreas are more common than is usually suspected. The in- 
cidence of the nonfunctioning islet cell adenomas is greater than 
the functioning type. Most islet cell tumors are benign. The 
occurrence of multiple adenomas and adenomas in an aberrant 
pancreas is described. The size of the tumor in the nonfunction- 
ing cases is usually smaller than in the functioning ones. While 
islet cell adenomas are most commonly found in middle age, 
the autopsied cases included a stillborn infant. Diabetes is rare 
in functioning islet cell adenomas, but it not uncommonly occurs 
in the presence of nonfunctioning tumors. Diabetes occurred in 
2 of the 14 autopsied cases. Functioning islet cell adenomas pro- 
duce hypoglycemia, which often causes a confusing clinical 
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picture and a diagnostic problem. The clinical features of pap. 
creatic islet cell tumors involve chiefly the nervous and digestive 
systems. 


Co-Existence of Hypothyroidism with Diabetes Mellitus. ¢ D 
Eaton. J. Michigan M. Soc. 53:1101 (Oct.) 1954 [St. Paul), 


The vast majority of goiters occurring in the Great Lakes 
region are of the simple colloid type, and they are frequently 
accompanied by deficiency of thyroxin production with resulting 
hypothyroidism. Symptoms such as fatigue; sleepiness; dry skin, 
hair, and mucous membranes; constipation; and paresthesias are 
observed in hypothyroidism as well as in diabetes. The incidence 
of hypothyroidism is high in diabetes. It is also known that toxic 
goiter, particularly Graves’ disease, increases the severity of 
diabetes and, from this, it was formerly thought that the ad- 
ministration of thyroid to a diabetic would make his disease more 
severe. This does not occur, provided the dosage is regulated to 
maintain a normal metabolic rate. Eaton says that diabetic 
patients at the outpatient department of Grace Hospital and 
private patients with diabetes have been given thyroid, and no 
adverse effect on diabetic control has been observed in several 
hundred of these diabetic patients. The effect of this thyroid 
therapy is the same as would be expected in nondiabetic patients: 
the fatigue is relieved, the hair and skin become normal, and the 
other symptoms abate or disappear. Other reasons for thyroid 
therapy in diabetic patients are: 1. By improving circulation and 
shrinking the mucous membranes of the upper respiratory tract 
resistance to the common cold is increased. 2. The tendency to 
arterial thrombosis is lessened by improving the arterial circula- 
tion. 3. Circulation to the extremities, particularly the feet, is 
improved, probably helping to lessen the probability of gangrene. 


Salmonella Cholerae Suis: A Clinical and Epidemiological 
Evaluation of 329 Infections Identified Between 1940 and 1954 
in the New York Salmonella Center. I. Saphra and M. Wasser- 
mann. Am. J. M. Sc. 228:525-533 (Nov.) 1954 [Philadelphia]. 


Three hundred twenty-nine cultures of Salmonella cholerae- 
suis, including 10 cultures of the closely related S. paratyphi 
C and one culture of S. typhisuis, that were submitted for 
identification to the New York Salmonella Center between 1940 
and 1954 were analyzed for their clinical features and epidemio- 
logical correlations. The cultures came from human sources and 
with adequate information. Most of them were isolated in the 
four eastern states of New York, New Jersey, Pennsylvania, and 
Massachusetts. The clinical features differed from all other 
salmonellas, notably S. typhi and paratyphi A and B, in the 
rarity of gastroenteritis and other enteric conditions, fecal ex- 
cretion, and carrier conditions, in the frequency of septicemias 
and focal manifestations, and in the exceedingly high mortality 
rate. The high percentage of isolations from blood and other 
parenteral sources, pus, and exudates is stressed. S. choleraesuis 
had a conspicuously low incidence in children less than one year 
of age. It also had a peculiar behavior with respect to seasonal 
distribution, with a peak in March and a low ebb in October 
and a fairly constant incidence in the other months. The ratio of 
infected men to women was 2:1, while in other Salmonella types 
the incidence was approximately equal. The epidemiological 
evidence points to the hog as a main source of S. choleraesuis 
infections, although the ecologic prerequisites of the individual 
infection are mostly obscure. 


Four Cases of Severe Tetanus Treated by Curarization, Pro- 
longed General Anesthesia, and Pulmonary Ventilation by Intra- 
tracheal Positive Pressure. H.-C.-A. Lassen, M. Bjorneboe, 
B. Ibsen and F. Neukirch. Presse méd. 62:1403-1405 (Oct. 16) 
1954 (In French) |Paris, France}. 


During the 1952 poliomyelitis epidemic in Copenhagen, Den- 
mark, a treatment was devised consisting of tracheotomy and 
artificial pulmonary ventilation with “positive pressure” by means 
of a manually controlled balloon tube. This method was used 
in a case of severe tetanus occurring in a 10-year-old boy in 
1953. He was put under general anesthesia with nitrous oxide 
and oxygen and given d-tubocurarine chloride. This treatment! 
was continued for 17 days, pentobarbital (Nembutal) calcium 
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and d-tubocurarine chloride being added at intervals to the intra- 
yenously given liquids. After five more days of pentobarbital 
therapy all therapy was discontinued and the patient made 
an uneventful recovery from what would surely have been a 
fatal case of tetanus. Of the other three patients treated by this 
method, two recovered fully and one died of myocarditis, 
sranulocytopenia, and septicemia after the disappearance of all 
wmptoms of tetanus. 


Demonstration of Histoplasma and Coccidioides in So-Called 
Tuberculomas of Lung: Preliminary Report on 35 Cases. L. E. 
Zimmerman. A. M. A. Arch. Int. Med. 94:690-699 (Nov.) 1954 
Chicago]. 

4 series of 35 surgically resected discrete pulmonary granu- 
iomas with the typical macroscopic and microscopic features of 
the so-called tuberculoma was subjected to an intensive search 
for acid-fast bacteria and fungi. Tubercle bacilli were found in 
Zichl-Neelsen stained sections of six lesions. Special stains for 
‘ynei demonstrated Coccidioides in 3 and Histoplasma in 19 
instances. There remained seven granulomas in which no organ- 
isms could be found. Determination of the origins of these lesions 
has therapeutic and prognostic implications. The rationale of 
treating the patient as if he had tuberculosis, which is part of 
the routine postoperative management of such patients in many 
institutions, must now be questioned. It is well established that 
patients with discrete granulomas or cavities caused by C. 
immitis, whether resected or not, may virtually be assured that 
dissemination will not occur. Comparable follow-up data are not 
available for patients with granulomas containing Histoplasma, 
but the evidence would appear to indicate that, as in the case 
of focalized coccidioidial granulomas, the prognosis is excellent. 
The name “tuberculoma” should not indiscriminately be applied 
to these lesions, 


The Half-Life of f°! Labeled Normal Human Gamma Globulin 
in Patients with Hepatic Cirrhosis. W. P. Havens Jr., J. Dicken- 
sheets, J. N. Bierly and T. P. Eberhard. J. Immunol. 73:256-258 
Oct.) 1954 [Baltimore]. 


Havens and associates point out that in a previous report 
information was presented that suggested that the capacity of 
patients with chronic hepatic disease to make antibody was con- 
siderably enhanced in comparison with the immunologic re- 
sponse of control subjects. Although these findings were believed 
to represent an increased potential for production of antibody, 
an attempt was made to determine whether a diminished capacity 
\o remove it might be operative. As a step in the elucidation of 
this question, the rate of removal from the blood of intravenously 
injected normal human gamma globulin labeled with I'*! was 
studied. Nineteen adult patients with hepatic cirrhosis and 19 
adult controls (patients convalescent from other diseases and 
normal persons) were studied. Ten different lots of normal 
human gamma globulin (about 1 to 10 mg.) labeled with 50 
(0 200 ue of I'°1 were administered intravenously to 10 groups 
composed of two to five subjects. An attempt was made to 
include cirrhotics and control subjects in each group; however, 
in three instances this was not possible. Inhibition of uptake of 
iodine by the thyroid was accomplished by the administration 
of 10 drops of saturated solution of potassium iodide twice a 
day, beginning three days before the injection of the iodinated 
gamma globulin and extending throughout the period of observa- 
lion. Specimens of blood were taken 10 minutes and 24 hours 
after injection and every 2 to 3 days thereafter for 21 days. 
From a few patients, specimens of blood were obtained at fre- 
quent intervals during the first 24 hours after the injection. 
There was reason to believe that one lot of globulin differed so 
much from the others as to warrant the exclusion of the results 
from the calculations. When the data derived from the nine re- 
maining lots were analyzed, the mean half-life of labeled normal 
human gamma globulin in 16 patients with hepatic cirrhosis was 
lound to be 9.1 days (standard deviation = 1.6 days), while in 
!7 controls it was 13.7 days (standard deviation = 2.9 days). 
This difference was statistically highly significant. These results 
are interpreted as supporting the concept that the accumulation 
of gamma globulin in patients with hepatic cirrhosis is due to 
creased production rather than delayed removal. 
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Management of Arterial Hypertension. H. A. Schroeder. Am. 
J. Med. 17:540-561 (Oct.) 1954 [New York]. 


Hyphex, the combination of hexamethonium chloride and 
hydralazine, was used for medical control of the elevated blood 
pressure in 302 adult patients, most of whom were in the fifth 
to seventh decades of life, and for 2 children with the more severe 
forms of persistent chronic hypertension. The oral administra- 
tion of hexamethonium chloride was started in doses of 125 mg 
every four hours, increasing by daily increments until 500 mg. 
per dose was reached. At that point one-half, three-quarters, o1 
all of the dose was omitted if the systolic blood pressure was 
below 140, 130 or 120 mm. Hg respectively. Slightly highe: 
“omit” levels were used in elderly patients with atherosclerosis 
and patients with renal insufficiency. Hydralazine was given addi- 
tionally in small doses at four-hour intervals, increasing daily 
until 100 mg. per dose was reached; administration of this agent 
was continued regardless of the level of blood pressure, except 
under extraordinary circumstances. If the blood pressure was 
uncontrolled or only partly controlled, the dose of one drug 
at a time was increased daily until results were obtained; seldom 
was it necessary to give more than 750 mg. per dose of hexa- 
methonium chloride or 150 mg. per dose of hydralazine. Re- 
actions and side-effects were treated as they occurred, those due 
to hydralazine by antihistaminic agents; autonomic paralysis by 
bethanechol (Urecholine) chloride and daily laxatives; and those 
caused by a drop in blood pressure by rest in bed and waiting 
until readjustment took place. Patients were taught to measure 
their own blood pressure in the sitting position and were dis- 
charged from the hospital with the instructions to continue the 
schedule, omitting part or all of the hexamethonium chloride if 
the systolic pressure before each dose was below 140, 130, o1 
120 mm. Hg, and to regulate the bowels with suitable laxatives 
By such precautions hypotensive episodes and intractable con- 
stipation can be avoided. The mortality rates from hypertensive 
causes in malignant hypertension adequately treated during 13 
to 34 months were: with previous uremia 100%, with renal in- 
sufficiency 11%, without renal insufficiency 3%; of those dis 
continuing treatment 89% died. The mortality rate from 
hypertensive causes in severe benign hypertension adequately 
treated was about 4%; of those discontinuing treatment 32% 
died. The mortality rates from nonhypertensive causes including 
that caused by drugs were: in malignant hypertension 16% ; none 
of the patients with benign hypertension died. Severe benign and 
malignant hypertension regressed into mild or moderate stages 
in all patients adequately treated. Limits of effectiveness of the 
methods lay in renal insufficiency. Because repeated measure- 
ments of blood pressure and gradation of the dose of hexa- 
methonium chloride are cumbersome but essential for continuous 
effective use of the drug in severe stages of hypertension, patients 
in less severe stages were treated with hydralazine alone or in 
combination with reserpine. Hexamethonium chloride, hydrala- 
zine, and reserpine are the three most useful oral drugs. One o1 
more agents that affect the autonomic nervous system must be 
combined with a drug that affects vascular smooth muscle o1 
renal enzymatic mechanisms for severe stages of arterial hyper- 
tension to be controlled adequately. 


Mandibular Impaction and Severe Headache: A Case Report. 
C. W. Lokey Sr. J. M. A. Alabama 24:86-87 (Oct.) 1954 
|Montgomery, Ala.]. 

Although the impaction of mandibular molars is a frequent 
occurrence, there is only a limited amount of information that 
indicates that such a condition is of causal significance in severe 
headaches. Lokey presents the history of a man, aged 23, who 
had a history of severe headaches extending over a period of 
six months. These headaches began in the anterior section of 
the right temporal region and spread posteriorly toward the 
occiput. Although the pain was fairly constant, it increased in 
intensity about every third day. The patient had been seen by 
a number of physicians, but they had not been able to relieve 
his headaches. A consultation with a neurologist had eliminated 
the possibility of a brain tumor. Examination of the lower right 
third molar area disclosed a deep pocket between a horizontally 
impacted third molar and the distal surface of the second molar. 
Because of the existence of a chronic infection in the pocket, the 
patient was advised to have the impacted tooth removed. The 
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headaches disappeared after the tooth had been removed. The 
author feels that this was a case of referred pain, the site of 
stimulation being the inferior alveolar section of the mandibular 
division of the trigeminal nerve, and the site of reference was 
the area supplied by the auriculotemporal branch of the man- 
dibular division of the trigeminal nerve. 


Pathogenesis and Therapy of Gout with Particular Consideration 
of Phenylbutazone (Butazolidin). J. Junkersdorf. Medizinische 
No. 40:1355-1358 (Oct. 2) 1954 (In German) [Stuttgart, 
Germany]. 


Phenylbutazone (Butazolidin) was given a therapeutic trial in 
10 of 12 patients with acute gout in a sanatorium in Baden- 
Baden, Germany, between March and November, 1953. Of the 
12 patients, whose average age was 71, 11 were men and one a 
woman. Nine of the 12 patients had monoarticular attacks, with 
the typical location in the proximal joint of the great toe. All 
patients had a special liking for a diet containing meat and other 
purine carriers; all patients regularly consumed large amounts 
of alcohol and were heavy smokers. Ten patients were of pyknic 
type, and two had a pyknic-athletic habitus. The eliciting factor 
in 10 of the 12 patients was a shock-like exogenous stimulus, 
such as a fluid-fasting cure for cardiac decompensation or obesity 
in 3, endoiodine therapy with iodine dermatitis as sequela in one, 
an acute thrombosis in one, and a traumatic hematoma with 
delayed absorption in one. An acute error of diet elicited the 
attack in five patients. The uric acid level in the blood of the 
patients varied from 6 to 12 mg. per 100 cc. The patients were 
given 600 mg. of phenylbutazone intramuscularly and were 
placed on a strict salt-free and purine-free diet. Coffee and 
alcohol were prohibited. Phenylbutazone caused prompt control 
of the attack of gout in all 10 patients; thus it was much more 
effective than colchicine, chinchophen (Atophan), corticotropin 
(ACTH), cortisone, and probenecid (Benemid). Pains subsided 
within half an hour after the first injection of phenylbutazone; 
redness and swelling disappeared after the second and third 
injection. Mobility increased currently, so that all patients were 
permitted to get out of bed on the third to the sixth day and 
start walking exercises. In three severe cases a second course 
of three injections was given after an interval of one week. One 
patient with chronic gout was given prophylactic treatment with 
3 tablets of 200 mg. of phenylbutazone one tablet three days 
per week for four weeks. Except for this patient who did not 
follow the dietary prescriptions, all the others remained free of 
complaints for six to eight months. They received an average 
total dose of 1,800 mg. of phenylbutazone. Undesirable side- 
effects were not even observed in patients with an irritable 
stomach, provided that a salt-free diet was maintained. The same 
applies to Irgapyrin, a proprietary preparation containing equal 
parts of phenylbutazone and aminopyrine. Gout was rarely ob- 
served in Germany between 1947 and 1948, when meat and 
alcohol were still scarce. Junkersdorf agrees with Biirger and 
other workers that the recently observed increase in the incidence 
of the disease is to be considered as proof of the metabolic 
character of gout. The concept of an “attack of gout” as an 
alarm reaction in the sense of Selye seems doubtful. 


Control of Dicumarol Therapy in Myocardial Infarction by a 
Simple Blood Prothrombin Test. B. Manchester and B. Rabkin. 
Circulation 10:691-698 (Nov.) 1954 [New York]. 


The greatest deterrent to the use of bishydroxycoumarin 
(Dicumarol) therapy is the fact that a simple, accurate, and inex- 
pensive method of measuring blood prothrombin activity has 
not been available. This report concerns 150 patients with coro- 
nary thrombosis and myocardial infarction who were given 
bishydroxycoumarin both at home and in the hospital. Effective 
antithrombotic levels as measured by a simple capillary blood 
prothrombin test were maintained without the increased hazard 
of bleeding. Another 150 subjects who did not receive anti- 
coagulant therapy served as controls. Except for bishydroxycou- 
marin, alone or with heparin, both groups followed the same 
regimen and received the same medication. Mortality in the 
group receiving anticoagulants was 12%; in the control group 
it was 28%. Among 33 patients in the “good risk” group treated 
with bishydroxycoumarin there were three deaths (9.1%), while 
in 47 of the good risks in the control group the mortality was six 
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(12.8%). The mortality among 117 “poor risk” patients treated 
with anticoagulants was 15 (12.8%); among the poor risks of 
the control group of 103 patients there were 36 deaths (35%) 
Thromboembolic complications developed in 9 (6%) of the 
patients receiving treatment as against 26 (17.3%) in the control 
group. Death from pulmonary embolism occurred in one subjec, 
(0.66% ) in the group receiving treatment and in 12 (8%) jin the 
control group. Two of the deaths in the latter group occurred 
among the good risks. The prognosis in the poor risk group with 
two or more myocardial infarctions treated with bishydroxy. 
coumarin was better than among poor risks of the control group, 
Hemorrhagic complications were noted in 16 (10.6%) of the 
patients receiving treatment and in 2 (1.33%) of the contro| 
group. The value of the simple blood prothrombin test employed 
for the control of bishydroxycoumarin therapy is reflected jp 
the therapeutic efficacy and safety noted in this series. The accy- 
racy and sensitivity of this test is dependent on an active and 
reliable source of thromboplastin. The results reported here can 
only be reproduced if dessicated acetone-dehydrated rabbit brain 
is used as the source of thromboplastin. The thromboplastin 
activity may vary with the age, temperature, and amount em. 
ployed. A control prothrombin time must always be determined 
first on a normal subject. 


Prostigmine Inhibition of Ventricular Fibrillation in the Hypo- 
thermic Dog. A. V. Montgomery, A. E. Prevedel and H. Swan, 
Circulation 10:721-727 (Nov.) 1954 [New York]. 


Ventriculotomy was performed in the hearts of 65 hypo- 
thermic dogs, 15 of which were given neostigmine (Prostigmin) 
in open circulation, 16 neostigmine by coronary perfusion, § 
acetylcholine by coronary perfusion, and 6 continuous stimula- 
tion of the right vagus nerve, and 23 of which served as controls. 
Ventricular fibrillation occurred in 7 of the 15, in 2 of the 6, and 
in 23 of the 23. Seven of seven attempts at resuscitation in the 
nine treated dogs in which fibrillation occurred were successful, 
but none of the 23 attempts at resuscitation in the control group 
was successful. Thus it is concluded that the administration of 
neostigmine to the hypothermic dog has a pronounced anti- 
fibrillatory effect and that it is more effective when given by 
coronary perfusion than in the open circulation. The active 
principle in this phenomenon appears to be acetylcholine, but 
neostigmine seems to be the drug of choice for practical appli- 
cation. This agent is being given a clinical trial at the authors’ 
hospital. There is a growing body of evidence for an association 
between this phenomenon and potassium distribution; it has been 
shown that during ventricular fibrillation the isolated perfused 
heart loses potassium, and the same can be said of ventricular 
fibrillation in the hypothermic dog. The following possible 
mechanism is suggested by the authors: the low systemic arterial 
pressure in hypothermia activates the carotid sinus reflex, result- 
ing in a lack of vagal impulses to the heart and an intense vaso- 
constriction mediated by sympathetic fibers. Neostigmine or 
acetylcholine administration or vagal stimulation would then 
increase a depressed parasympathetic influence on the cold heart, 
thus restoring a more nearly normal balance of sympathetic and 
parasympathetic effects. 


Cerebral Vascular Diseases: Their Significance, Diagnosis, and 
Present Treatment, Including the Selective Use of Anticoagulant 
Substances. I. S. Wright and E. McDevitt. Lancet 2:825-830 (Oct. 
23) 1954 [London, England]. 


A conference dealing with many aspects of cerebral vascular 
disease was recently held under the auspices of the American 
Heart Association, and Wright and McDevitt present the com- 
ments made by some of the participants. The true dimensions of 
this problem are still obscured by lack of knowledge of the 
various diseases involved and by inadequate and incorrect diag- 
noses. In 1952, 170,000 people died in the United States of 
cerebral accidents—or strokes. This is over three times the 
number who died from diabetes and tuberculosis combined 0 
the same year.’Furthermore, 44,000 deaths from cerebral vascu- 
lar diseases in that year were in the “working age” group of 25 
to 64 years. Many patients, especially those with rheumtic healt 
disease, suffer their first cerebral accident in early adulthood and 
remain incapacitated for years thereafter. It is estimated thal 
there are 1,800,000 victims of cerebral vascular disease in the 
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United States today, and a large percentage of these require one 
or more persons to take care of them. Cerebral arteriosclerosis 
is the second leading cause of first admissions to state mental 
hospitals. The diagnosis and treatment of these diseases is far 
from satisfactory. The authors discuss and evaluate various 
diagnostic methods, pointing out that the differential diagnosis is 
no longer of purely academic interest. If the type of lesion and 
its location are fortunate, some form of therapy can now be 
considered for many patients. Vasospasm in the cerebral arteries 
is of importance in terms of warning of more serious phenomena 
to come and also because treatment may be of some help in 
preventing the serious sequences. Surgical methods may be 
seriously considered for some subdural or extradural hemor- 
rhages, but most other cerebral hemorrhage is not amenable to 
specific therapy at this time. The use of sympathetic blocks for 
acute thromboses or emboli is under study at present. The use of 
anticoagulant drugs for the treatment of thrombosis and em- 
bolism is also in the process of investigation. Their trial appears 
justified, but future experience is essential for final evaluation. 
The use of anticoagulants in the reduction of thromboembolic 
episodes was studied in 57 patients treated for a total period of 
1.162 months. During a period of 795 patient months before 
beginning anticoagulant therapy these 57 patients experienced 
205 thromboembolic episodes, 81 of which were cerebral in 
location. Following institution of anticoagulant therapy, during a 
period of 1,162 patient months these patients experienced 23 
thromboembolic episodes, 6 of which were cerebral in location. 
The reduction appears to occur in emboli arising from thrombi 
in the hearts of patients with rheumatic heart disease and also 
with acute myocardial infarction. A reduction in the incidence of 
recurrent thromboses in the arteries of the brain was also noted. 
The risk from hemorrhage in the treatment of these diseases 
with anticoagulants is present but not excessive. 


Neurological Syndrome of Hodgkin’s Disease. P. Cicala. Prog. 
med. 10:449-454 (Aug. 15) 1954 (In Italian) [Naples, Italy]. 


Neuralgias that are caused by the compression of enlarged 
lymph nodes On nervous trunks in patients with Hodkgin’s dis- 
ease are known. Not much has been written about the peripheral 
neurological signs that, present for months and sometimes years 
before the superficial lymph nodes become enlarged, constitute 
for a certain length of time the only clinical sign of the disease. 
The author studied at two different hospitals two groups of 
patients in whom lymph node biopsy proved the presence of 
Hodgkin’s disease. He found that a peripheral neurological syn- 
drome was the only initial sign of the disease in 36% of the 
patients, whereas it was associated with fever in 8% and with 
swelling of the superficial lymph nodes in 13%. The enlargement 
of the lymph nodes is sometimes so minimal that it does not 
alarm the patient or the physician. The neurological syndrome 
preceded the swelling of the lymph nodes of.more than one 
year in 20% and of less than one year in 28% of the patients; 
it preceded the onset of fever (alone or with swollen lymph 
nodes) of more than one year in 15% and of less than one year 
in 28% of them. This syndrome has an undulant course; periods 
of complete well-being alternate with periods of progressive 
aggravation and then progressive improvement. These neuro- 
logical signs, although always painful, are severer in the evening 
and at night, and this is an important feature in the differential 
diagnosis between this syndrome and those caused by cancer and 
especially lymphosarcoma. Nerves of different plexuses may 
become involved, and, when they do, the involvement occurs in 
succession, never simultaneously. The syndrome may be asso- 
ciated with such signs as disturbances of motility and mainly 
of the superficial and deep sensibility. It determines hypoexcit- 
ability of the tendon reflexes, which in the terminal stages are no 
longer capable of being stimulated. The electrodiagnostic ex- 
amination of patients with this syndrome reveals signs ranging 
from a slight diminution of the galvanic irritability to the reac- 
tion of partial and total degeneration, according to the evolution 
of the syndrome. In most cases this syndrome is benefited by 
cytostatic treatment with x-rays and drugs (mustard gas but not 
actinomycin C). The diagnosis of these early peripheral neuro- 
logical signs of Hodgkin’s disease is of great importance because 
itmay make it possible to institute antimitotic treatment earlier 
and thus secure better results in the treatment of this disease. 
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SURGERY 


Angiocardiography: A Guide to Mediastinal Exploration. S. M 
Wyman. New England J. Med. 251:723-729 (Oct. 28) 1954 
|Boston]. 


Angiocardiography was carried out in seven adult patients, one 
15-year-old boy, and a 5-year-old girl with mediastinal lesions 
In many of these patients there was little clinical evidence to 
help decide whether thoracotomy should be done. Before the 
advent of modern angiocardiography most of these patients 
would have been handled in stereotyped fashion, a thoracotomy 
being performed for each of the “mass” lesions discovered. Thus, 
of the nine patients, five, i. e., those with an aneurysm of the 
pulmonary artery, an absent left pulmonary artery, a dilated 
aberrant right subclavian artery lying between the esophagus 
and aorta, coarctation of the aorta, and the pulmonary veins 
emptying into the superior vena cava, respectively, might all have 
been unnecessarily subjected to the discomfort and danger of 
thoracotomy. In none of these five patients could any definitive 
surgical procedure have been carried out successfully, with the 
possible exception of the patient with coarctation of the aorta. 
Moreover, the abnormal vascular structures might have been 
seriously damaged if such a procedure had been performed 
blindly, that is without angiocardiography. Establishing the true 
nature of the questioned shadows by the angiocardiography elim- 
inated any need for further procedure at the time. On the other 
hand, surgical procedures were encouraged in the remaining four 
patients. The determination in one of them, a 66-year-old man 
with a primary carcinoma of the esophagus, that the shadow 
adjacent to the aorta represented a part of the cardiovascular 
system (presumably an aberrant right subclavian artery) and 
not a metastatic lesion, strengthened the indications for surgical 
intervention, thus influencing decisively the plan of treatment. 
In the other three patients (one with hypertrophic lymph nodes 
adjacent to the left side of the heart near the pulmonary artery; 
another, in a mental institution, with a lesion separate from the 
cardiovascular system and presumably representing some form 
of mediastinal mass located just behind the origin of the left 
subclavian artery and above the aortic arch; and the little girl 
with an enlarged thymus), the angiocardiographic demonstration 
that the abnormal shadows were not cast by integral parts of 
the vascular system was of great clinical significance. Two of 
these patients were subjected to surgery, and the third probably 
will be if her mental state improves. Mediastinal masses, fre- 
quently asymptomatic, present a challenging diagnostic and 
therapeutic problem. Angiocardiography, by disclosing the vas- 
cular or nonvascular nature of a mediastinal lesion, can decide 
the question whether or not mediastinal surgical exploration 
should be performed. 


Embolization in the Surgery of Mitral Stenosis: Report of a 
Successful Aortic Saddle Embolectomy. 1. M. Madoff, J. E. 
Thompson and J. W. Strieder. New England J. Med. 251:730- 
733 (Oct. 28) 1954 [Boston]. 


The occurrence of aortic saddle embolus after commissurot- 
omy for mitral stenosis is reported in two women aged 35 years 
and 43 years respectively. On the second postoperative day 
increasing dyspnea and pulmonary edema developed in the 
younger patient while preparations for emergency operation 
were started; control measures were of no avail, and the patient 
died 70 hours after the commissurotomy. Autopsy showed a 
fresh, laminated clot in the aorta but besides that an old, gray- 
white laminated thrombus occluding the right main pulmonary 
artery; the diminished functioning pulmonary reserve attendant 
on this old thrombus may well have contributed to the extremely 
rapid course after the patient began to have difficulties as the 
result of the saddle embolus. In the second patient, successful 
aortic embolectomy was accomplished 34 hours after the mitral 
commissurotomy. The successful management of patients with 
peripheral emboli developing during or shortly after surgical 
intervention for acquired valvular disease depends on an alert 
awareness of the problem accompanied by a standard routine 
of examination. Attention is called to the unusual general symp- 
toms in the authors’ patients. The younger patient became in- 
creasingly apprehensive and gradually dyspneic, without change 
in pulmonary signs. The other became progressively more 
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drowsy. Only after these general changes occurred was the local 
situation in the extremities investigated. The first patient com- 
plained of numbness in the feet, while the second had no 
complaints, but her extremities were cooler than before, and the 
peripheral pulses had disappeared. Most patients sustaining an 
aortic saddle embolus have severe pain in the legs, which 
progresses to numbness and paralysis. The pain, however, may 
be in the abdomen, low back, or gluteal region, rather than in 
the legs, and may not be present at all. The house and nursing 
staffs must be carefully indoctrinated in the problem of arterial 
embolization in these patients at any time during their hospital 
stay. During the cardiac operation, when the atrium is opened 
and before the finger is inserted, blood should be allowed to 
gush forth briefly to flush out any loose thrombi; cerebral emboli 
during commissurotomy may be prevented by intermittent oc- 
clusion of the innominate and left carotid arteries by tapes. 
Immediately after operation, before the patient has left the 
operating table, the peripheral pulses are carefully reexamined. 
From this time forward, the status of the peripheral pulses is 
determined and recorded at hourly intervals for 48 hours. As 
a corollary, in the light of the authors’ two cases, any change in 
the general status of the patient calls for an immediate complete 
examination, including peripheral pulses. Oscillometry and de- 
termination of collateral circulation times are also carried out. 
Once the diagnosis of major peripheral embolus has been made, 
embolectomy is the treatment of choice for aortic, iliac, and 
femoral emboli. Saddle embolectomy is best carried out by a 
transabdominal approach, removing the embolus through an 
incision in one common iliac artery. 


Cardiac Standstill. K. V. S. Rao, W. L. Jamison, H. E. Bolton 
and J. E. Ruben. Dis. Chest. 26:499-509 (Nov.) 1954 [Chicago]. 


The occurrence of cardiac standstill after cardiac surgery is 
reported in two housewives aged 19 and 27 years respectively. 
In the first patient, who was operated on for mitral insufficiency, 
cardiac standstill occurred twice during the postoperative course 
and was treated successfully at the bedside; the chest was opened 
with bandage scissors and cardiac massage was carried out with 
bare hands. No wound infection occurred, and cardiac function 
was completely restored without any damage to the brain. This 
case also illustrated that complications such as retained secre- 
tions requiring bronchoscopy should be treated as after any 
thoracotomy. The second patient had ventricular fibrillation 
after successful dilatation of the mitral and aortic valves; after 
a 50 minute absence of spontaneous heartbeat she responded to 
the injection of 10 cc. of a 10% solution of calcium chloride 
into the left ventricle and continued cardiac massage. The 
possibility that the administration of citrated blood directly into 
the aorta depressed the heart cannot be overlooked as a causative 
factor. The patient recovered completely, with no damage to the 
brain or other tissue. The authors believe that electric shock 
remains the treatment of choice in ventricular fibrillation in 
every situation when it can be performed. In the case reported, 
electrical defibrillation could not be applied because of the in- 
advertent touching together of the two electrodes, resulting in a 
burn out of the electrical fuse. There is no desire on the authors’ 
part to encourage indiscriminate attempts of cardiac resuscita- 
tion, but it is hoped that these two examples of the rewards of 
persistence once it has been undertaken in suitable candidates 
will encourage others. This may result in additional salvage of 
useful lives. 


Statistical Analysis of 181 Consecutive Cases of Bronchogenic 
Carcinoma. J. B. Brown, J. Wilson and F. P. Coleman. J. 
Florida M. A. 41:270-276 (Oct.) 1954 [Jacksonville, Fla.]. 


The 181 patients with histologically proved bronchogenic car- 
cinoma reviewed by Brown and associates were observed at a 
Veterans Administration hospital from 1946 to 1953. Seventy- 
four patients had squamous cell carcinoma, 33 had adenocarci- 
noma, 69 undifferentiated carcinoma, one alveolar cell carci- 
noma, and in 4 the type was not determined. In 95 of the 181 
patients the lesions were inoperable at the time of diagnosis. The 
remaining 86 were subjected to thoracotomy, but in 32 of these 
the tumors were found to be nonresectable. Thus, 127, or 70.2%, 
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of the growths were inoperable, and 54, or 29.8%, were te. 
sectable. In 43 of those cases in which the carcinoma was re- 
sected there was evidence of extension beyond the confines of 
the lung, while in only 11 was the lesion localized to the lung 
The resectability rate in this series is about the same as that 
reported in the literature. One hundred forty of the patients 
could be followed to fatal termination, and in 106 of these 
in whom the lesion was inoperable, symptoms had been present 
an average of 6.6 months at the time of diagnosis, and the 
over-all average life span was 10.4 months. In 34 cases with 
resection, in nearly all of which there was evidence of extension 
the.average time from onset of symptoms to resection was 94 
months and to death was 19.4 months. These figures suggest 
that symptomatic bronchogenic carcinomas that can be resected 
are slower growing than those that prove to be inoperable, Ip 
46, or about one-fourth, of the patients the diagnosis was made 
by thoracotomy. Exploratory thoracotomy was done also in 15 
patients for lesions that proved to be benign. In one of these 
the patient underwent pneumonectomy for what was thought 
to be carcinoma but proved to be blastomycosis. Of 20 lesions 
that were discovered during the silent phase, 15 were malignant, 
Eleven of the 15 patients who had silent discrete peripheral 
malignant lesions were followed for an average of 16 months 
from the time of discovery of the lesions by roentgen examina- 
tion until the time of surgery. By the time of surgery, one of 
these lesions was inoperable and six were clinically sympto- 
matic or showed definite enlargement of the mass. Only four 
were explored in the absolutely silent phase. These 11 tumors 
represent the important group, of which Overholt said that they 
are always resectable and that 75% are resected with a chance 
of a cure. They also tend to demonstrate how long the silent 
phase is in some of these tumors. It is unfortunate that the pa- 
tients were not operated on at a much earlier date. Three of the 
four who were subjected to operation while the lesion was silent 
are living 50, 26, and 12 months postoperatively, without signs of 
recurrence. Of the other seven, six underwent resection of the 
tumor, and only one of that group is still living. There were 11 
operative or postoperative deaths in the 54 patients in whom 
the cancer was resected. The authors reported this series of 
cases to reemphasize the poor survival rates. Resectability rate 
and cure are directly related to diagnosis and resection during 
this silent period. There is a relatively low resectability rate 
and cure rate in patients who have symptoms from cancer of 
the lung. Survey films are the most useful method for detecting 
these lesions while silent. Men over 40 years of age should have 
a roentgenogram of the chest every six months if improvement 
in resectability rate is to be attained. Once a lesion is detected 
its true nature should be determined without delay. 


A Clinical Study of 201 Cases of Regional (Segmental) Colitis. 
H. W. Neuman, J. A. Bargen and E. S. Judd Jr. Surg., Gynec. 
& Obst. 99:563-571 (Nov.) 1954 [Chicago]. 


Neuman and associates define regional (segmental) colitis as 
an inflammatory disease of unknown etiology involving initially 
one or more segments of the large intestine, exclusive of the 
rectum and rectosigmoid, either as a continuous lesion or as 
multiple discontinuous lesions. Controversy exists as to whether 
medical or surgical treatment gives the better result; in con- 
nection with surgical treatment, opinion varies as to whether 
short-circuiting or resective operation is the procedure of choice. 
A study was made of the records in 201 cases of regional (seg- 
mental) colitis seen at the Mayo Clinic from 1924 to 1950, 
inclusive. The greatest incidence of the disease occurred in the 
third decade of life. About 25% of patients in this study were 
Jewish. The most frequent symptoms were diarrhea, loss of 
weight, abdominal pain, and fever. The most common findings 
on physical examination were evidence of loss of weight, pallor 
of the skin and mucous membranes, and abdominal tenderness. 
Proctosigmoidoscopic examination revealed perirectal and perl- 
anal complications in 13.4% of patients on initial examination 
at the clinic. The most frequent laboratory finding was anemia 
of the hypochromic microcytic type. In two-thirds of the pa 
tients the lesion involved segments of both right and left halves 
of the colon in continuity. In the remaining third the lesion 
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was confined to either the right or left half of the colon or 
involved both halves discontinuously. No malignant changes of 
the colon were observed. Medical treatment consisted of ade- 
quate rest, a diet high in protein and vitamins and low in residue, 
yarious supportive measures, such as vitamins given parenterally, 
blood transfusions, and intravenous infusions, and the admin- 
istration of sedatives and antispasmodics. In addition, some 
patients received some of the less soluble sulfonamide com- 
pounds or various antibiotics. Adequate follow-up information 
was available in 99 of 150 patients who received medical treat- 
ments. In 33 of these 99 patients no recurrences took place 
during an average follow-up period of 6.7 years. Sixty-two pa- 
tients experienced One or more recurrences; two-thirds of these 
had the first recurrence within two years of medical treatment 
on their initial visit to the clinic. Although complete remission 
of symptoms and even disappearance of the objective signs of 
the disease have been noted after medical treatment, medical 
management on the whole has been disappointing. Sixteen pa- 
tients were subjected to short-circuiting operations, and 25 were 
treated by resection of the lesion and reestablishment of intes- 
tinal continuity in one or more stages. The incidence of post- 
operative complications was considerably greater after resective 
procedures than after short-circuiting operations. Two patients 
subiected to short-circuiting operations and one patient subjected 
to resection died in the immediate postoperative period, giving 
an operative mortality of 7.3%. 


The Problem of Nutrition Following Complete Gastrectomy. 
H. J. McCorkle and H. A. Harper. Ann. Surg. 140:467-474 
(Oct.) 1954 [Philadelphia]. 


McCorkle and Harper reviewed the records of 36 patients 
who had undergone complete gastrectomy. Of the 24 who lived 
long enough and were followed for evaluation, only 6 gained 
a significant amount of weight postoperatively. Of these 24 
patients, 9 could eat with some degree of comfort, 7 ate with 
some difficulty, and 8 were unable to eat without marked dis- 
tress. Several were restricted to small amounts of soft or liquid 
foods. Esophagitis or esophagospasm was a prominent feature 
in several cases. In the Experimental Surgical Laboratories 120 
dogs were prepared for the study of nutrition following gastrec- 
tomy. In these animals total gastrectomy was followed by 
restoration of gastrointestinal continuity by esophagoduoden- 
ostomy or by interposed loops of jejunum or colon. Animals 
subjected to normal and partial gastrectomy served as controls. 
Animals were given a period of six weeks to three months in 
which to recover from the effects of operation before their 
nutrition was studied. It was found that alimentation time was 
decreased to less than one-half that of the normal controls. The 
rate of absorption of amino acids was more rapid than in the 
controls, but the efficiency of absorption was reduced as evi- 
denced by increased losses of nitrogen in the stool. Most of the 
animals subjected to total gastrectomy remained in positive nitro- 
gen balance. This was achieved, however, only when the animal 
subjected to gastrectomy was able to ingest relatively large 
quantities of protein. The absorption of sugar was accelerated 
after gastrectomy, but there was also a more rapid fall in the 
blood sugar levels. The absorption rate of fat was moderately 
increased. Anemia occurs after total gastrectomy but may be 
minimized by supplementary vitamin therapy. Good nutrition 
and weight were maintained if the animals could be given iso- 
peristaltic continuity between the esophagus and duodenum and 
if they could be trained to eat slowly. The authors feel that in 
human beings it likewise appears preferable to maintain con- 
linuity between the esophagus and duodenum. This can be done 
by esophagoduodenostomy, or by anastomosing an isoperistaltic 
segment of jejunum or colon between the distal esophagus and 
proximal duodenum. Apparently, in spite of decreased alimen- 
lation time and some alterations in carbohydrate, protein, and 
lat use and a tendency to anemia, it is possible to maintain 
weight and normal activity if appetite and capacity for food 
and digestive comfort can be achieved. This was accomplished 
in three patients in whom isoperistaltic segments of colon were 
anastomosed to the duodenum and esophagus. This method of 
festoration of gastrointestinal continuity after total gastrectomy 
is difficult to achieve technically, but it deserves further trial. 
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Studies of Response of Autonomic Nervous System Following 
Combat Injury. R. R. Stahl, C. P. Artz, J. M. Howard and 
F. A. Simeone. Surg., Gynec. & Obst. 99:595-613 (Nov.) 1954 
[Chicago]. 


This study of the response of the autonomic nervous system 
of the battle casualty was part of a broad study of the systemic 
response to injury carried out by the Surgical Research Team 
of the United States Army in Korea during 1952 and 1953. 
The purpose was to evaluate the status of autonomic acti ty, 
primarily sympathetic activity, in the wounded man to the 
extent of determining whether there was autonomic hyper- 
activity, hypoactivity, or normal activity at the time of resusci- 
tation. It was hoped that the findings might explain some of the 
syndromes observed following injury and therapy. Pulse volume 
and skin temperature determinations were made before and 
after ulnar nerve block from the fifth finger tip of 23 battle 
casualties. Patients who were studied in the higher ranges of 
environmental temperature revealed larger initial values and 
smaller increases in pulse volume after ulnar nerve block. Most 
of the patients studied, when evaluated clinically, had a slightly 
lowered blood volume. The patients who were more oligemic 
were too few to compare with this larger group. However, 
patients whose systolic blood pressures were 140 mm. Hg or 
more, all of whom had slight or no blood loss, showed relatively 
small increases in pulse volume after nerve block. A correlation 
could not be established between either the initial absolute pulse 
volume value or the degree of increase after ulnar nerve block 
and the type of injury, i. e., abdominal or extremity. Six types 
of blood pressure response were observed. The case reports 
and studies on two patients with post-traumatic hypertension 
are presented in detail. Fourteen patients had skin temperature 
responses that were satisfactory for evaluation. All but three 
of these patients had skin temperatures before ulnar nerve block 
that were greater than the environmental temperature. There 
was a tendency for those patients with the highest systolic 
blood pressures to have lower values for initial absolute tem- 
perature before ulnar nerve block. There was a tendency for 
smaller increases in skin temperature after ulnar nerve block 
to occur in those patients studied at higher environmental tem- 
peratures. The large degree by which these patients failed to 
reach the theoretical maximal vasodilatation level after ulnar 
block, for both skin temperature and pulse volume, suggests 
that oligemia and decreased cardiac output were largely re- 
sponsible for this deficit. However, in the nine hypertensive 
patients, all of whom had slight or no blood loss, the possibility 
of a hormonal vasoconstrictor substance being responsible for 
the major portion of the deficit is discussed. The authors con- 
clude that the sympathetic nervous system is functionally active 
in battle casualties. The traumatic and circulatory insults ex- 
perienced by these patients did not obliterate the functional 
activity of the sympathetic nervous system. 


A Five Year Report on Treatment of Burns. G. O’Brien and 
R. D. Murray. Plast. & Reconstruct. Surg. 14:271-280 (Oct.) 
1954 [Baltimore]. 


O’Brien and Murray review observations on 992 patients 
with burns who were treated at Kings County Hospital in 
Brooklyn during the years 1949 to 1953. Fluid therapy in the 
form of plasma is started immediately in all patients in whom 
the burn involves more than 10% of the body surface. The 
patient is typed and cross matched for the administration of 
whole blood. The extent and depth of the burns are evaluated. 
The amount of colloid administered is estimated on the basis 
of the following formula suggested by Estes: the percentage 
of body surface burned x the patient’s weight in kilograms 
1 cc. During the first 24 hours the colloid is made up of 25% 
plasma and 75% whole blood, and an equal amount of electro- 
lytes is also given. A careful record of intake and output is 
maintained. For every 1 cc. of isotonic sodium chloride solution 
2 cc. of 5% glucose in water is also given. On the second day 
the patient receives a half of the amount calculated for the 
first day, and on the third day and thereafter blood and fluids 
are given as indicated. The patient is encouraged to take fluids 
by mouth, particularly the following formula, which can be 
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given with fruit juices, ice, or sugar; 2 gm. of sodium chloride 
and | gm. of sodium bicarbonate in 1,000 cc. of water. Patients 
fee! better when they are given blood early, and anemia, which 
is likely to result when the burns begin to slough, is prevented 
or lessened. A cod liver oil ointment, which produces a chemi- 
cal débridement by liquefying the slough, is applied to the burns 
under semipressure dressings. After the burns have been 
dressed, oxygen is given to the patient if indicated. When 
opiates are required, the authors prefer meperidine (Demerol) 
hydrochloride to morphine, because the former has a less depress- 
ing effect on the respiration. Once the burns have sloughed, 
homografts have proved helpful. They are used as temporary 
burn dressings, lasting about three weeks at most. Within 24 hours 
following their application, in most cases, the fever falls and 
the electrolyte balance becomes much more easily controlled. 
Homografts are usually applied without anesthesia and without 
Suturing to severely burned patients after the slough has been 
chemically débrided or removed by cod liver oil ointment. At 
the end of the second or third week, the patients are usually 
ready for autografts or homografts or both. Forty-five of the 
992 patients died. The authors gained the impression that the 
critical percentage of burned surface is somewhere in the 
neighborhood of 35% to 40% for third degree burns. The older 
the patient, the less is his chance for survival. The appearance 
of jaundice is an unfavorable prognostic sign. Postmortem 
Studies revealed severe damage in the livers of jaundiced 
patients. The authors believe that burns are hepatotoxic in 
themselves. A kidney shutdown also indicates a poor prognosis. 


The Rehabilitation of Tuberculous Patients Following Major 
Thoracic Surgical Treatment. E. Bogen and J. Skillen. Dis. 
Chest 26:558-564 (Nov.) 1954 [Chicago]. 


Only 6% of 1,820 patients with advanced pulmonary tuber- 
culosis who were subjected to some form of major thoracic 
surgical intervention at Olive View Sanatorium, Calif., between 
1920 and 1951, died, both within the sanatorium and after 
discharge, as compared with 11% of the 5,950 patients who 
received minor collapse procedures and 25% of the 7,266 who 
did not receive any collapse therapy. Besides the much lower 
death rate, the 1,820 patients had a much higher proportion of 
discharges with the disease inactive than the patients in the two 
other groups. The 815 surgical patients operated on since the 
introduction of chemotherapy in 1946 have had a lower death 
rate than those of earlier years and also did much better than 
those given only pneumotherapy or rest. The 333 patients 
operated on more than five years ago who answered a special 
questionnaire concerning social and economic rehabilitation 
have been, in general, rehabilitated satisfactorily, chiefly by their 
own efforts. Eighty per cent of them are now working full time. 
The disease and operation did not prevent nearly two-thirds 
of these patients from being married, often to other patients; 
66 of them have had children since their operation. Shortness 
of breath on exertion and other symptoms from residual bron- 
chiectasis are frequent but do not seem to be disabling. Modern 
surgery and chemotherapy make possible lasting sputum con- 
version in an ever-increasing proportion of previous treatment 
failures. Nothing is so important for the full rehabilitation of 
the victim of tuberculosis than the assurance that he is no 
longer shedding the pathological agents of the disease. 


Bilateral Subtotal Adrenalectomy for Cushing’s Syndrome. C. 
A. Hernberg. Acta endocrinol. 16:309-314 (Aug.) 1954 (In 
English) [Copenhagen, Denmark]. 


Five women between the ages of 23 and 44 and one 17-year- 
old boy with adrenal cortical hyperfunction (Cushing’s syndrome) 
caused by adrenal hyperplasia were subjected to subtotal bilateral 
adrenalectomy, performed in two stages at an interval of two 
to four months. Only about one-tenth of each adrenal gland was 
left. In one patient the whole gland was removed on one side, 
and three-quarters of the remaining adrenal was resected in the 
second stage; this was the only patient with slight signs of 
recurrence 18 months after the surgical intervention. In all 
patients most of the symptoms of the disease disappeared, with 
decrease in weight, lowering of blood pressure, and decreased 
blood values and normalization of 17-ketosteroids excretion, 
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corticoids, and of the glucose tolerance curve. The mental ang 
physical improvement was striking. Three of the five women 
regained their menstrual periods, and one became Pregnant 
The patients received 100 mg. of cortisone 24 hours before the 
surgical intervention and the same dose immediately before it 
During the first 24 postoperative hours the patients were given 
450 mg. of cortisone divided in eight doses. The following wee, 
the cortisone was gradually decreased to 50 mg. daily, and after 
14 days it was completely discontinued. None of the patients 
showed signs of adrenal insufficiency; one patient had rather 
pronounced dark pigmentation of the skin, similar to that ip 
adrenal cortical hypofunction (Addison’s disease), but adrenal 
function was good. This phenomenon was probably caused by 
hypophyseal overactivity. One woman died of an _ infectious 
disease four months after the operation. 


Mitral Commissurotomy: An Over-All Appraisal of Clinical and 
Hemodynamic Results. F. H. Ellis Jr., J. W. Kirklin, R. |. 
Parker and others. A. M. A. Arch, Int. Med. 94:774-784 (Noy,) 
1954 [Chicago]. 


This report concerns 131 patients with mitral stenosis who 
underwent mitral commissurotomy. There were 11 hospital 
deaths, a mortality of 8.4%. Of the patients surviving operation, 
87.2% either had an excellent result or were significantly im- 
proved. An important factor affecting postoperative results was 
the anatomic status of the mitral valve. In only 6.6% of patients 
with pliable valves was the operation a failure, while 43.2% of 
those with scarred, immobile, often calcified valves either died 
after operation or were unimproved. Hemodynamic changes 
occurring during mitral commissurotomy include a decrease in 
left atrial and pulmonary artery pressure. Hemodynamic changes 
present three weeks after operation include a reduction in pul- 
monary artery wedge pressure, pulmonary artery pressure, and 
pulmonary arteriolar resistance and an increase in the ability of 
patients to increase their cardiac index on exercise. These changes 
persist in most instances and may become more marked a year 
or more after operation. The postcommissurotomy changes for 
various physiological variables give objective evidence corro- 
borating the functional improvement that these patients experi- 
ence clinically. 


The Management of Traumatic Rupture of the Left Superior 
Pulmonary Vein. H. R. Custer and K. P. Klassen. J. Kansas 
M. Soc. 55:563-565 (Oct.) 1954 [Topeka, Kan.]. 


The occurrence of traumatic rupture of the superior pulmonary 
vein is reported in a 12-year-old boy who was involved in an 
automobile accident. Over the third, fourth, and fifth left lateral 
ribs there was a 10 cm. defect in the thoracic cage, with the 
overlying skin intact. The patient had paradoxical respirations 
caused by this defect. A needle thoracentesis of the left pleural 
space revealed blood. A chest roentgenogram showed fluid in 
the left pleural space producing a compression of the left lung 
and a pronounced mediastinal shift to the right. There was a 
fracture of the left fifth rib, anteriorly, with downward displace- 
ment and overriding of the fragments. Subcutaneous emphysema 
was present in the left chest wall. With the aid of general anes- 
thesia a standard left anterolateral submammary thoracotomy 
was done. The left pleural space contained about 1,000 to 1,500 
cc. of blood. The left lung was collapsed; the mediastinum was 
shifted to the right, and the lingula showed two large lacerations. 
The left superior pulmonary vein was completely lacerated just 
distal to the pericardium, and bleeding was profuse. The pul- 
monary vein was ligated proximally and distally with 00 silk. 
After ligation of the vein, the upper lobe of the lung rapidly 
became congested, but it was deemed unnecessary to perform 
an upper left lobectomy. Hemipericardium and a cardiac tam- 
ponade developed. The pericardium was opened, the blood 
evacuated, 0.5% procaine was applied to the myocardium, and 
the pericardium was loosely sutured. Two thoracotomy tubes 
were placed in the left chest, one draining from the lower postero- 
lateral chest and the other from the upper anterolateral chest. 
A harsh systolic apical cardiac murmur developed on the first 
postoperative day but disappeared on the second postoperative 
day, and the thoracotomy tubes were removed. Roentgenograms 
taken on the fourth postoperative day showed that the medi- 
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astinum was in the midline, and the lungs remained well ex- 
panded. The patient made good progress, was discharged on the 
eighth postoperative day, and returned to unlimited acitvity in 
three months. This case illustrates the fact that the exact nature 
of intrathoracic injury is unknown without thoracotomy..There- 
fore, the treatment of choice for traumatic hemothorax produc- 
ing shock or cardiorespiratory embarrassment is immediate 
«urgical exploration. Interruption of a major pulmonary vein 
does not necessitate resection of pulmonary tissue, inasmuch as 
the lungs have a large potential collateral circulation. In the 
authors’ case, a complete return of normal cardiorespiratory 
function followed interruption of a major pulmonary vessel. 


NEUROLOGY & PSYCHIATRY 


4 Comparative Study of Effect of Mephenesin and Placebo on 
Symptomatology of a Mixed Group of Psychiatric Outpatients. 
| L. Hampson, D. Rosenthal and J. D. Frank. Bull. Johns 
Hopkins Hosp. 95:170-177 (Oct.) 1954 [Baltimore]. 


Literature reports suggest that mephenesin (Tolserol) has a 
place in the treatment of anxiety tension states, hypomanic 
excitement, agitated depressive reactions, and even in the 
ymptomatic relief of certain schizophrenic symptoms. The 
prescribed dosage has varied from 1 to 15 gm. per day, and 
most reports indicate that anxiety and its associated muscular 
tension are the symptoms most favorably affected by mephene- 
sin. Hampson and associates subjected mephenesin to a con- 
trolled clinical test in a mixed group of psychiatric outpatients 
with a wide range of psychiatric symptoms. The patients selected 
were those who seemed least likely to benefit from more in- 
iensive psychotherapy but who seem to gain support from being 
seen by staff psychiatrists. The patient was told either during a 
regular visit or by letter that a new medicine was available that 
the clinic thought might help him but that it was not certain 
to what extent he would benefit until he had taken the medi- 
cine over an eight week period. The disorders in these patients 
ranged from the psychoneurotic reactions to the ambulatory 
schizophrenic type of illness. The medication given the patients 
consisted of either placebo or half-gram tablets of mephenesin. 
There was a trend for patients to show a reduction of symp- 
toms irrespective of whether they received mephenesin or 
placebo. The decline in severity of symptoms was greater when 
patients were taking placebo than when they were taking 3 
em. of mephenesin per day, but the difference in the effect of 
the two kinds of medication was not statistically significant. The 
decline in severity of symptoms seen initially tended to be 
maintained throughout the duration of the experiment. A daily 
dose of 9 gm. of mephenesin did not produce an appreciable 
increase in therapeutic efficacy but did produce toxic side-effects, 
the most pronounced of which was dizziness. In discussing the 
implications of these investigations the authors say that 
enthusiasm can easily lead us astray in appraising drugs 
expected to alter subjective symptoms. 


Clinical Manifestations of Temporal Lobe Epilepsy and Their 
Recognition in Relation to Surgical Treatment. M. A. Falconer. 
Brit. M. J. 2:939-944 (Oct. 23) 1954 [London, England]. 


Temporal lobe epilepsies probably account for between a 
quarter and a third of all epilepsies. They are particularly likely 
\o be associated with personality disorders or psychoses and are 
often refractory to medical treatment. The temporal lobe as a 
whole is concerned with memory mechanisms and judgments 
and assessments of current experience based on memory; 
certain structures within it have specialized functions, e. g., 
gustatory and olfactory sensitivity. The auras of temporal lobe 
epilepsy can be divided into four main categories: (1) crude 
hallucinatory phenomena, particularly those associated with 
smell and taste, hearing and equilibrium, and alimentary tract 
Sensitivity; (2) emotional phenomena, that is, sudden irrational 
changes of mood; (3) hallucinatory phenomena based on 
memory mechanisms, such as perceptual illusions, déja vu feel- 
ings, and panoramic memories of the past; and (4) auras arising 
from adjacent regions of the brain, e. g., aphasia, but these are 
always associated with other more characteristic auras. A 
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temporal lobe seizure may take one of three forms: minor 
Seizure without loss of consciousness, amnesic attack without 
convulsions, and major convulsive seizure. The problem pre- 
sented by this kind of epilepsy should be dealt with according 
to the following principles. 1. Temporal lobe seizures of recent 
appearance suggest the presence of a cerebral tumor, which 
diagnosis is borne out if there are signs of increased intracranial 
pressure. Appropriate neurological and roentgenographic in- 
vestigation should be carried out. 2. In cases when the fits are 
of long standing and there is no evidence of tumor, drug 
therapy should be tried. 3. If the seizures cannot be properly 
controlled by drug therapy, or severe personality disturbances 
are present, a thorough examination of the patient should be 
made, with neurological, radiological, and electroencephalo- 
graphic methods. Electroencephalography often proves the most 
definitively informative but may have to be repeated over long 
periods or under special circumstances such as during induced 
sleep and with sphenoidal electrodes. In a patient with intrac- 
table epilepsy, the electroencephalographic demonstration of an 
epileptic focus that is confined to one temporal lobe or, if 
bilateral, predominantly on one side is an indication for opera- 
tion. Nine illustrative cases are described; eight of the patients 
obtained good or excellent results from neurosurgical inter- 
ventions. 


Chronic Cerebral Hypertensive Disease. W. Hughes, M. C. H. 
Dodgson and D. C. MacLennan. Lancet 2:770-774 (Oct. 16) 
1954 [London, England]. 

According to Hughes and associates the apoplectic crises of 
malignant hypertension, the “little strokes,” have commanded 
the attention of many observers. They review observations on 
51 patients in whom personality changes, emotional lability, 
and some degree of pseudobulbar palsy were associated with 
chronic arterial hypertension. In 15 cases examined post mortem 
a constant pattern of cerebral lesions was found, Although 
most of the established cases occurred in older persons, a 
sufficient number occurred in middle age, or had a history 
going back to the third or fourth decade, to suggest that the 
level of the blood pressure rather than the chronologic age 
was the deciding factor in the production of lesions. The clinical 
pattern was characterized by frequent small strokes with 
transient or permanent paralysis and a tendency to develop 
pseudobulbar palsy in the course of time. Characteristic person- 
ality changes included emotional lability and _ intellectual 
deterioration. The disease is chronic, lasting from 18 months 
to 20 years. It tends to start somewhat earlier and to run a 
more rapid course in males than in females. Those who survive 
long tend to drift into dementia. At autopsy on 15 cases there 
were multiple foci of softening involving subcortical centers, 
including the striatum (caudate nucleus and putamen) in every 
case and the thalamus in 11. These lesions were predominantly 
in the territory of the perforating arteries. The involvement of 
these vessels can perhaps be explained in terms of hydro- 
dynamics. The effect of narrowing a tube through which a 
fluid is passing is to increase the speed of flow on the distal 
side of the constriction. At the same time, hitherto streamline 
flow tends to become turbulent, with the formation of eddies, 
as a result of which the head of pressure falls. The internal 
carotid artery is constricted, or its expansion is curtailed, as it 
passes through the carotid canal. Within the skull it forms a 
loop in the lax extradural tissues before giving off its terminal 
branches. In normal circumstances turbulence might be ex- 
pected in the proximal part of the loop, but by the time the 
perforating arteries are reached flow is probably once more 
streamline. In the presence of arterial hypertension, alone or 
combined with arteriosclerosis, eddies might develop as far 
distally as the mouths of the perforating arteries, reducing the 
flow of blood within them sufficiently to cause ischemic lesions 
in parts of the central nervous system that they supply. Essen- 
tial hypertension is common, and cerebral arteriosclerosis is 
an almost physiological accompaniment of advancing years. 
Fortunately, serious cerebral damage is a rare complication. 
Why some people succumb in this way and others do not 
remains unsolved. 
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ACTH in Sydenham’s Chorea: Results. C. de Moura Campos, 
J. Fernandes Pontes, C. Jordao and others. Rev. hosp. clin. 
11:289-292 (July-Aug.) 1954 (In Portuguese) [Sao Paulo, Brazil]. 

Thirteen patients with Sydenham’s churea were given cortico- 
tropin (ACTH). The patients were between the ages of 7 and 
20 years. Chorea appeared for the first time in four patients 
and had previously appeared in annual bouts for two or three 
years in the rest of the patients. In the majority of the cases 
the electrocardiogram and other laboratory tests did not show 
signs of active rheumatic fever. The drug was given intra- 
venously in daily doses of 5 mg. for a period of time that 
varied between 20 and 61 days. Satisfactory results were 
obtained in all cases, with disappearance of the choreic move- 
ments, fever, psychomotor agitation, and dysarthria within a 
period of time that varied between 3 and 69 days. The results 
are permanent up to now, two years after discontinuation of 
the treatment in 12 of the patients. A recurrence of moderate 
degree occurred in a patient five months after discontinuation 
of the treatment. The recurrence was also controlled by repeat- 
ing the treatment. The satisfactory results in this patient remain 
good up to now, one and one-half years after discontinuation 
of the repeated treatment. 


Disappearance and Migration of Epileptic Foci in Childhood. 
E. L. Gibbs, H. W. Gillen and F. A. Gibbs. A. M. A. Am. J. Dis. 
Child. 88:596-603 (Nov.) 1954 [Chicago]. 

Gibbs and associates show th t the type of seizure and the 
location of the focus (when one is present) are largely determined 
by the age of the patient and the maturational state of his brain. 
In order to obtain correlations it is necessary that electroen- 
cephalographic recordings be made in the waking and sleeping 
states. Sleep takes the blanket off the brain and reveals seizure 
discharges that rarely appear in the waking state. In the first 
year of life generalized continuous electroencephalographic ab- 
normality is common; when severe, it appears as extremely high- 
voltage almost continuous slow waves interspersed with single 
spikes and multiple spikes. This pattern has been called hypsar- 
rhythmia (mountainous arrhythmia); it indicates the most malig- 
nant form of epilepsy. In the second to fifth years, a generalized 
but interrupted (i. e., temporally limited) disturbance is common, 
consisting of generalized s!ow spikes (“sharp waves”) alternating 
with slow waves. This generalized pattern repeating about twice 
a second indicates petit mal variant. In the 6th to 12th years, 
generalized three-per-second spike and wave discharges are 
common; they indicate petit mal, a relatively benign form of 

-epilepsy. All these types of disorder are generalized. Although 

they are more or less specific for certain ages, one does not tend 
to be transformed into another with increasing age. Generalized 
epileptic disorder is more or less characteristic of infants and 
young children, whereas focal epilepsy is characteristic of late 
adolescents and adults. However, epileptic foci occur at all ages. 
The characteristic focus of the very young is an occipital focus. 
Older children are more likely to have a focus in the midtem- 
poral area. What becomes of an occipital or temporal focus as 
a child grows older? Follow-up studies were carried out on 45 
children who had passed their ninth birthday and who before 
the age of 9 years had had an occipital-lobe focus of seizure 
activity. Similar follow-up studies were carried out on 98 patients 
who had passed their 15th birthday and who before the age of 
15 had had a mid-temporal-lobe focus. All the electroencephalo- 
graphic studies were made in both the waking and sleeping states. 
Of patients who had had occipital-lobe epilepsy, 48% no longer 
had any evidence of disorder, i. e., their electroencephalograms 
had entirely normalized after the age of 9 years. Of those who 
had had mid-temporal-lobe epilepsy, 50% no longer had any 
evidence of disorder, i. e., their electroencephalograms had 
entirely normalized after the age of 15 years. Clinical seizures 
had ceased before the electroencephalogram became normal. Ex- 
perience suggests that it is wise to continue anticonvulsant medi- 
cation until one year after the last seizure in cases in which a 
previously abnormal electroencephalogram has become normal 
with the patient awake and asleep. Normalization of the electro- 
encephalogram indicates that the patient is out of danger of 
further seizures. Unless a tumor, abscess, depressed fracture, or 
other lesion that requires surgery is present, a neurosurgical 
attack on occipital and midtemporal foci in children is contra- 
indicated. 
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Cerebral Vascular Disorders. R. Brain. Lancet 2:831-833 (Og 
23) 1954 [London, England]. , 


Brain analyzed 100 patients admitted to the neurological de. 
partment at the London Hospital and 100 patients seen jp pri- 
vate ‘cdnsultation, all suffering from cerebral vascular disease 
These disorders do not exclusively afflict the elderly and the aged, 
but a substantial proportion of sufferers are in the prime of life 
The author found that only 37% of the hospital patients are 
over the age of 60, whereas 67% of the private patients are Over 
that age. The explanation of this is to be found in the fact tha 
patients with acute cerebral vascular lesions tend to be admitted 
to hospital, and this includes many suffering from subarachnoid 
hemorrhage due to rupture of an intracranial aneurysm or 
angioma who are younger than most patients suffering from the 
chronic effects of degenerative lesions of the cerebral vascular 
system, more of whom are seen in private consultation. The 
author lists in a table and discusses the pathological conditions 
found in the 200 patients with cerebral vascular disease. Sixteen 
per cent of the patients had either an intracranial aneurysm or 
an intracranial angioma. Many of these patients were hospital. 
ized because of subarachnoid hemorrhage, which, especially in 
the case of an angioma, may be associated with an intracerebral 
hemorrhage. Some patients with an angioma were admitted for 
the investigation of epilepsy and some with an aneurysm because 
of the symptoms of focal pressure. Most of these lesions could 
not have been diagnosed during life without the aid of angi- 
ography, and their detection by this method is of great impor- 
tance, because some of them are amenable to surgical treatment, 
The three cases of cerebral embolism were the result of rheu- 
matic heart disease. The five patients with permanent hemi- 
anopsia as the result of migraine are interesting, because angi- 
ography has made it possible to exclude an aneurysm of the 
posterior cerebral artery as the cause. The number of cases of 
cerebral hemorrhage was small. It is Brain’s impression that 
cerebral hemorrhage has grown less frequent but that change 
may be more apparent than real, owing to the fact that in many 
cases what previously was called cerebral hemorrhage is in 
fact an example of cerebral infarction. Hypertension was present 
in about 50% of the 200 patients. The author feels that an 
important advance in the knowledge of cerebral vascular dis- 
orders has been the recognition of the symptoms produced by 
atheroma or thrombosis of the internal carotid artery that we 
owe largely to angiography. Angiography is not entirely devoid 
of risk, especially in patients with cerebral atheroma; however, 
mishaps are rare and seem to be more than counterbalanced by 
the lives saved by the new diagnostic knowledge. There has been 
little use of anticoagulants in the treatment of cerebral vascular 
lesions in England. The reasons may be that, not only is it 
necessary first to be sure that the disorder is a thrombosis and 
not a hemorrhage, but there may be some risk that hemorrhage 
may occur from the area of infarction produced by a thrombosis 
if the coagulability of the blood is lowered. The author feels 
that as we learn more about the disturbances of functions result- 
ing from arteriosclerosis of the internal carotid artery we should 
be better able to assess the indications for their use in the pre- 
vention of thrombosis of this vessel and its branches. 


Sturge-Weber Syndrome (Encephalotrigeminal Angiomatosis’. 
G. King and G. A. Schwarz. A. M. A. Arch. Int. Med. 94:743- 
758 (Nov.) 1954 [Chicago]. 

Five patients with hemangiomatosis (Sturge-Weber syndrome) 
are described. One had all the classical signs of this condition— 
facial nevus, focal seizures, hemiplegia, mental retardation, 
ocular abnormalities, intracranial calcification, and electroen- 
cephalographic changes. This patient also had a hitherto unre- 
ported complication, a calcified subdural hematoma ipsilateral 
to the facial nevus and intracerebral calcifications. The other 
patients had various combinations of symptoms. Alli had facial 
nevus, and all had focal seizures, one having both generalized 
and minor attacks. None had hemiplegia or mental retardation. 
Three had ocular abnormalities, one intracranial calcification, 
and three definite electroencephalographic changes (the fourth 
being a borderline case). The authors were not able to show an 
increase or development of cerebral calcification over a period o! 
time in any of these patients. None of the three who had carotid 


ang! 
flow 


neur 
year 
to tl 
used 
the | 
disti 
iden 
anal 
patic 
conc 
grou 
of p 
in | 
chos 
The 
pati¢ 
ona 
for t 
a hi 
in re 
of * 
parti 
Incic 
muc 
cont 
a ki 
dive 
crite 
an e 
the | 
case! 
dises 
chos 
Ther 
versi 
hyst 
repr 
also 
equa 
tion- 
fusic 
“bys 
Tepe; 
and 
the | 
profi 
their 


A St 
and 
Am. 


In 
phys 
Psyc 
suce 
Succ 
mor; 
men 
for ¢ 
havi 
succ 
Pati 
ful, 








3 (Oct, 


cal de. 
in pri- 
isease, 
> aged, 
of life, 
ts are 
€ Over 
St that 
Mitted 
*hnoid 
Mm or 
m the 
scular 
. The 
litions 
ixteen 
sm or 
$pital- 
lly in 
rebral 
d for 
Cause 
could 
angi- 
npor- 
ment, 
rheu- 
hemi- 
angi- 
f the 
es of 
that 
ange 
nany 
is in 
esent 
it an 
dis 
d by 
t we 
void 
ever, 
d by 
been 
ular 
is it 
and 
hage 
OSIS 
feels 
sult- 
ould 


pres 


sis), 


49 
/4J¢ 








Vol. 157, No. 4 


angiography had abnormal cerebral vessels or retarded blood 
aow through the angiomas. The five patients were treated with 
nticonvulsants, with moderate success. 


Natural History of Hysteria in Women (A Follow-up Study 
Twenty Years After Hospitalization). D. K. Ziegler and N. Paul. 
pis. Nerv. System 15:301-306 (Oct.) 1954 [New York]. 


Ziegler and Paul point out that the semantic confusion pre- 
vailing in the classification of psychiatric disease interferes with 
the study of the causation of symptoms and with the evaluation 
of therapy. The investigations described aimed at obtaining the 
histories of 66 women who were given the diagnosis “psycho- 
neurosis hysteria” at the Boston Psychopathic Hospital in the 
years 1927 to 1932. It is hoped that these data will contribute 
‘o the meaning of the term psychoneurosis hysteria as it was 
ysed in those years. The authors give as one of the reasons why 
the diagnosis “hysteria” was selected the fact that this term is 
distinguished by a singularly chaotic semantic history and as 
identifying a patient group particularly suitable for psycho- 
analysis. The authors intend to present later the histories of the 
patients who showed a favorable course. In this report they are 
concerned chiefly with the 22 patients (one-third of the original 
croup) who were rehospitalized at least once with a diagnosis 
of psychosis. The subsequent diagnoses were dementia praecox 
in 12 patients, manic depressive psychosis in 9, organic psy- 
chosis in 2, and psychosis with psychopathic personality in one. 
The total of 24 is accounted for by the fact that one of the 22 
patients was diagnosed schizophrenic on one occasion, manic 
on another, and depressed on a third. Youth on hospitalization 
for the original (hysterical) illness was positively correlated with 
a higher rate of hospital readmission. The records of 22 cases, 
in retrospect, filled most of the present-day criteria of definition 
of “psychoneurosis hysteria.” Central nervous system disease, 
particulariy epilepsy, was frequently mistaken for hysteria. 
Incidence of childhood encephalitis and rheumatic fever was 
much commoner in the group subsequently psychotic than in a 
control group. The fact that these cases were thought to have 
a kind of uniformity 25 years ago but now show extreme 
diversity in mental status raises the question of whether the 
criteria for the diagnosis do not create the illusion of defining 
an entity when there is none. If the life course is considered, 
the line between hysteria and psychosis is, in a large group of 
cases, indistinguishable, and the process of dividing mental 
disease into “disorders’—the more disabling being called psy- 
chosis, the less disabling being called “neurosis”—is futile. 
There are also difficulties if one relies on the presence of “con- 
version symptoms” to make the diagnosis. The definition of 
hysteria in terms of a conflict in the unconscious with resultant 
repression of instinctual drives and the symbolic use of the body 
also has flaws. It was found that psychiatrists usually tended to 
equate the term hysterical with the adjectives histrionic, atten- 
tion-getting, self-indulgent. As a remedy for this semantic con- 
fusion, some investigators have recommended that the term 
“hysteria” be restricted to the clinical entity characterized by 
repeated illnesses of certain kinds in women of infantile build 
and dependent personality. The authors doubt, however, that 
the term can be so restricted and feel that it would be more 
profitable to describe patients in terms of concrete items in 
their physical and mental status. 


A Study of Psychotherapeutic Relationships Between Physicians 
and Schizophrenic Patients. J. C. Whitehorn and B. J. Betz. 
Am. J. Psychiat. 111:321-331 (Nov.) 1954 [Baltimore]. 


In a study of the therapeutic successes and failures of 35 
physicians, members of the resident staff of the Henry Phipps 
Psychiatric Clinic between 1944 and 1952, it was found that 
success with one type of patient does not correlate closely with 
Success with a different type of patient. In order to obtain 
more information regarding factors significant for the improve- 
ment of schizophrenic patients, Whitehorn and Betz selected 
lor comparison two groups of patients, the A group of 48 patients 
having been treated by the seven physicians who were most 
‘uccessful with schizophrenic patients and the B group of 52 
Patients treated by the seven physicians who were least success- 
ful. In the A group 75% of the patients were improved at 
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discharge, whereas only 27% of the B group were improved. 
So wide a difference cannot be attributed simply to inherent 
differences between the A and B groups, because a detailed 
clinical comparison indicates only slight differences. Nurses’ 
notes, charts, conference notes, and other data were studied to 
supplement the physicians’ records, in order to find differences 
in the way physicians worked with these patients. It was found 
that improvement is most likely to occur in the schizophrenic 
patients (1) when the physician indicates in his diagnostic 
formulation some grasp of the meaning and motivation of the 
patient’s behavior, going beyond mere clinical description and 
narrative biography; (2) when the physician selects therapeutic 
goals oriented to the personality rather than to the psycho- 
pathological concept, that is, when he aims to assist the patient 
in personal adjustment rather than only at a decrease in symp- 
toms; (3) when the physician in his daily tactics makes use of 
“active personal participation,” rather than of patterns of 
interpretation and instruction. There was a close association 
between improvement at the time of a patient’s discharge and 
the development of a trusting, confidential relationship to the 
physician. In the psychotherapy of schizophrenic patients suc- 
cess is to a large extent determined by the differences found 
among physicians in the extent to which they are able to 
approach their patients’ problems in a personal way and gain 
a trusted, confidential relationship. Efforts to develop insight by 
interpretation appear to have much less therapeutic value. 


GYNECOLOGY & OBSTETRICS 


Prognosis in Cancer of Uterine Cervix Based on Vaginal Smear 
Before Treatment: SR—The Sensitization Response. J. B. Gra- 
ham, R. M. Graham and W. Liu. Surg. Gynec. & Obst. 99:555- 
562 (Nov.) 1954 [Chicago]. 


At the present time, owing to the fact that the risk and 
morbidity of radical surgery have been brought down to the 
range of irradiation for patients with cancer of the uterine cervix, 
the choice of treatment largely depends on the inclination of 
the therapist. The clinical stage of the tumor is a useful guide, 
in that the more advanced lesion is probably less suitable for 
radical hysterectomy, but even this guide is coming to have less 
importance since the introduction of ultraradical surgery. 
Whereas formerly there was no method for selection in the 
individual case, this impasse seems to have been broken. 
Characteristic changes in the benign basal cells of the vaginal 
smear indicate whether the patient’s tumor will respond favor- 
ably to irradiation. Some patients with cancer of the cervix have 
cells in the vaginal smear that are unlike those in the normal. 
The alteration is a cytoplasm that is finely vacuolated and 
simultaneously increased in density. It stains a deep lavender 
with Papanicolaou’s polychrome stain. These changes are prin- 
cipally found in the basal cells (called transitional cells in 
histological terminology) but occasionally in the precornified 
cells as well. It is called the sensitization response, or SR, because 
when present the tumor and the patient are usually sensitive to 
irradiation. Vaginal smears, taken from patients with cancer of 
the cervix before treatment, were evaluated. Radiological treat- 
ment had been employed in 136 patients and surgical treatment 
in 103. Of the 136 treated by irradiation, 51 had marked sensi- 
tization response and 37 (73%) of these survived. Of the 85 
patients with poor sensitization response only 15 (18%) sur- 
vived. An unexpected finding was a reverse correlation in the 
surgically treated cases. Though poor sensitization response 
was associated with a poor prognosis in stage 1 and 2 lesions 
treated radiologically, quite the opposite—a good prognosis— 
was found when lesions of the same extent with poor sensitiza- 
tion response were treated surgically. Of 80 patients with poor 
sensitization response in whom a radical hysterectomy was done, 
57, or 71%, survived for from two to five years. In contrast, of 
58 patients with poor sensitization response treated with radi- 
ation, only 14, or 24%, survived five years. Thus we have two 
groups of patients with the same clinical extent of disease, with 
the same cytological picture before treatment, yet the survival 
rates are significantly different in the two methods of treatment. 
Such figures as these suggest that the patient with poor sensitiza- 
tion response and a stage 1 or 2 cancer of the cervix would be 
better treated surgically than by radiation. Evaluation of the 
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same set of 50 vaginal smears by 10 different observers indicated 
a high degree of reproducibility in appraisal of both sensitization 
response and basal cells. It is concluded that sensitization re- 
sponse is a useful prognostic index and that it can be learned 
fairly readily. 


Parturition Following Operations on the Cervix. C. D. Krause 
and G. P. Vlasis. Illinois M. J. 106:307-314 (Nov.) 1954 
[Chicago]. 


In spite of the fact that the number of formidable operations 
on the cervix has been decreasing during the past few years, 
physicians are still confronted with obstetric care for those 
patients who have had operative procedures performed on the 
cervix. This report deals primarily with parturition after Dihrs- 
sen’s incisions of the cervix and Stuhrmdorf’s trachelorrhaphy. 
Krause and Vlasis say that until cesarean section had become 
safer with the use of antibiotics many patients who now have 
cesarean section would have had Diihrssen’s incisions and diffi- 
cult mid-forceps deliveries. Today the incidence of Diihrssen’s 
incisions is about 0.1% or less. A table, which lists the incidence 
of Diihrssen’s incisions performed at the Evangelical Hospital 
in Chicago in the five years 1948 to 1952, inclusive, shows that 
it was reduced from 1 in 178 deliveries in 1948 to 1 in 1,109 
deliveries in 1952. Eleven patients with previous Diihrssen’s in- 
cisions were observed in subsequent pregnancies. After an 
average first labor of 49 hours 4 minutes, subsequent average 
length of labor was 7 hours 24 minutes. It was noted that all but 
one of these patients requiring Diihrssen’s incisions of the cervix 
had cephalic presentations other than an occiput anterior, and 
the babies were found to be slightly larger than average in 
weight. Regarding Stuhrmdorf’s trachelorrhaphies the authors 
point out that there is a decided difference between Stuhrmdorf’s 
trachelorrhaphy and a cervical amputation. The Stuhrmdorf 
trachelorrhaphy is merely an excision of the exocervix and does 
not impinge on the area of the internal os of the cervix. This 
is not the case however with a cervical amputation. Stuhrmdorf’s 
trachelorrhaphy has been advocated as a safe alternative to 
cervical amputation. Even though the incidence of Stuhrmdorf’s 
trachelorrhaphy has decreased in the past few years, there are 
still patients presenting themselves for obstetric care who had 
been subjected to trachelorrhaphy. The authors were able to 
follow seven patients who became pregnant after Stuhrmdorf’s 
trachelorrhaphy. Four of these aborted with pregnancies of 18 
weeks or less. One had two full-term pregnancies, the labors 
lasting 6 hours 40 minutes and 6 hours 17 minutes respectively. 
One had a full-term pregnancy with a four hour labor, and one 
had a premature (29 weeks) 3 Ib. 7 oz. (1.6 kg.) baby with a 
labor of two hours. Another patient is now pregnant 20 weeks. 
Here again labors were less than average in length. The authors 
feel that the surprisingly large number of abortions in these 
women might be due to the fact that the original operations were 
more extensive than the Stuhrmdorf trachelorrhaphies they were 
reported to have undergone. In general patients with previous 
Diihrssen’s incisions or Stuhrmdorf’s trachelorrhaphy offer no 
great labor or delivery problem to the physician in subsequent 
pregnancies, if the women are successful in carrying the fetus 
to viability. 


Hysterectomy and Undiagnosed Pregnancy. S. T. DeLee. West. 
J. Surg. 62:553-556 (Nov.) 1954 [Portland, Ore.]. 


DeLee found that reports of mistaken surgery on the uterus, 
particularly the pregnant ones involving hysterectomy, are not 
readily available. Its occurrence, however, from observation and 
personal communications, would seem to warrant a discussion 
of the subject. At one hospital in a large Midwestern city, during 
a three year period, 1,800 hysterectomies, vaginal, abdominal, 
and cesarean, were performed. During this time, four were done 
in which the diagnosis of pregnancy was not made until the 
abdomen or uterus was opened. Thus, at the hospital in question, 
one hysterectomy in 450 was contraindicated because of preg- 
nancy. This hospital is representative of a large private general 
hospital where quality work is performed, and presumably the 
incidence of this type of hysterectomy is equally high or higher 
in other hospitals. In a large charity hospital in Illinois, during 
the course of one recent year, 862 hysterectomies were done; 
three uteri were found to contain unsuspected pregnancies. In 
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a subsequent year, at this same hospital, 980 hysterectomies wer 
performed and five pregnant uteri were found. The author fe.) 
that more glaring figures would be disclosed if hysterectomies 
performed following cesarean section and on women over <j 
would be disregarded. He emphasizes that hysterectomy per 
formed during ari undiagnosed pregnancy not only cayse 
embryonic mortality but also involves a risk for the woman 
Erroneous laparotomy with associated diagnostic manipulation 
although the abdomen is immediately closed when pregnancy jg 
discovered, often terminates a gestation. The patient of chijg. 
bearing age with a history of pelvic discomfort demands meticy. 
lous differential diagnosis between pelvic disease and pregnancy 
or the simultaneous existence of both. Patients in this group 
merit the benefit not only of complete and thorough ZyYNecologic 
examinations, and prophylactic measures, but also the applic. 
tion of one, or sometimes several of the accepted pregnancy tess, 
The author feels that further reports, discussions, and investig;. 
tions on this important matter should be encouraged. The 
gynecologist who evaluates the pelvic status prior to surgery 
should suspect pregnancy in women of childbearing age. ‘ 


Prenatal Diagnosis of the Sex of the Fetus. N. de Castro 
Barbosa. Rev. brasil. med. 11:542-546 (Aug.) 1954 (In Port. 
guese) [Rio de Janeiro, Brazil]. 


The Galli-Mainini test for pregnancy with male toads and 
the Friedman test with unmated female rabbits were made jp 
four pregnant women for a prenatal diagnosis of the sex of the 
fetus. Five cubic centimeters of urine of the patient was used 
for each test. Two patients were observed between the fifth and 
sixth month of pregnancy. The Galli-Mainini test gave strongly 
positive results, whereas the Friedman test gave weak results, 
A patient was observed in the second month of pregnancy and 
again in the fourth month. The Galli-Mainini test gave strongly 
positive results, and the Friedman test gave negative results. A 
patient was observed in the eighth and again in the ninth month 
of pregnancy. The Galli-Mainini test was strongly positive in 
the eighth month. The Friedman test was not made on this 
occasion. In the ninth month, the Galli-Mainini test gave nega- 
tive results, whereas the Friedman test gave positive results. A 
prenatal diagnosis of girls was made for the three first patients 
and of a boy for the last mentioned patient. The last mentioned 
patient had a boy at full term. The results in the first three 
patients will be confirmed or verified later on. The author has 
found by previous work that either the Galli-Mainini or the 
Friedman test may give negative results in presence of positive 
results of the other test. These results are explained by the exist- 
ence of two different fractions in the chorionic hormone: the 
“alpha” and “beta” fractions that are elaborated by the fetus 
according to its sex and correspond to girls and boys respectively. 
Both fractions are produced by the fetus, but the one that cor- 
responds to its sex is produced in predominance over the other. 
The predominance of the “beta” fraction when the fetus is 
masculine hinders the reaction of toads. As a rule both fractions 
are present in the urine in about the same concentration for the 
first five months of pregnancy, after which the fraction that cor- 
responds to the sex of the fetus predominates, making possible 
a prenatal diagnosis with cértainty in 63% of the cases of positive 
results between the fifth and eighth month of pregnancy. During 
the last month of pregnancy the fraction that corresponds 10 
the sex of the fetus is entirely predominant or exclusive, making 
possible a prenatal diagnosis with certainty in 100% of the 
cases. The author directs attention to the importance of either 
fraction of the chorionic hormone in the results of tests for 
pregnancy or for the prenatal diagnosis of the sex of the fetus, 
in order that, in cases in which the results of fhe test in toads 
give negative results, the test for verification of results should 
be made in unmated female rabbits, and vice versa. 


Malignancy Originating in Ovarian Dermoids: Report of Three 
Cases. G. F. Burgess and H. W. Shutter. Obst. & Gynee. 
4:567-571 (Nov.) 1954 [New York]. 


The ovarian dermoid cyst, or cystic teratoma, constitults 
about 15 to 20% of all ovarian neoplasms. This cystic neoplas™ 
is ordinarily benign and is composed primarily of well-differe™ 
tiated ectodermal elements in contrast to the malignant, solid 
teratoma that contains a conglomeration of al! three germinal 
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tavers. It is bilateral in about 20% of the reported cases. The 
jevelopment of malignant disease in the epithelial elements of 
ovarian dermoid cysts is extremely rare, with about 60 cases 
reported. Three such cases are reported, in two of which the 
malignant process arising was squamous cell epithelioma, this 
neing the rule in such cases. The third case was especially 
remarkable in that osteogenic sarcoma and leiomyosarcoma 
jeveloped The prognosis is extremely poor in these malignant 
changes. particularly if capsule perforation has occurred. Both 
ovaries should be carefully examined whenever surgical inter- 
ventions are performed on cystic teratomas. 


4drenal Tumors of the Ovary (Masculinovoblastoma): Report 
of a Case. W. H. Godsick and A. B. Baydoun. Obst. & Gynec. 
4542-544 (Nov.) 1954 [New York]. 


The 22nd authenticated case report in the literature of an 
adrenal tumor of the ovary is presented. A 22-year-old white 
woman, para 1, gravida 1, had amenorrhea of seven months’ 
juration and pain in the right lower quadrant associated with 
yaginal discharge of six months’ duration. She had noticed an 
increase in the hair of the lower abdomen and a decrease in 
the size of the breasts. Her voice had been growing deeper, and 
she had lost 10 Ib. (4.5 kg.) in the seven months before admis- 
son to hospital. Pelvic examination showed hypertrophy of 
the clitoris and labia minora. The right ovary was enlarged. 
Laparotomy with bilateral wedge resection of both ovaries and 
appendectomy was performed. The right ovary contained com- 
pressed ovarian stroma about follicular cysts and corpus luteum, 
with central hemorrhage. A small island of tissue surrounded 
by ovarian stroma had the three-zone arrangement typical of 
the adrenal gland: zona glomerulosa, zona reticularis, and 
ovarian stroma. Compressed ovarian stroma around follicle 
cysts was present also in the left ovary. The appendix was 
normal. The patient’s recovery was uneventful and she was 
discharged on the sixth postoperative day; menses returned 
4) days after the operation and were normal thereafter. There 
was complete restoration of the feminine characteristics. 


Collected Statistics on Therapeutic Results in Carcinoma of 
the Corpus Uteri Obtained in German Clinics: Report on 8,187 
Cases. F. Koch. Zentralbl. Gynak. 76:1048-1051 (No. 27) 
1954 (In German) [Leipzig, Germany]. 


The 8,187 cases of primary carcinoma of the body of the 
uterus reviewed by Koch were treated in more than 30 Ger- 
man clinics. In some clinics a survey could be made over 30 
io 50 years, but in several of the larger clinics records were 
destroyed during the war. The author intentionally makes no 
differentiation as to whether the patients were treated by 
radiation or received surgical treatment. Most clinics employed 
‘lective therapy, that is, both surgery and irradiation. Of the 
4187 patients, 3,703 survived more than five years; this 
amounts to 45.2%. In order to ascertain the recent improve- 
ment in the treatment of carcinoma of the body of the uterus 
the results obtained during recent years were analyzed separ- 
ately. Cure rates of 50% and higher have been obtained during 
recent years in seven of the larger German clinics. Carcinoma 
of the body of the uterus stands at the top as regards permanent 
cure rates among the cancers of internal organs. This is still 
‘0 despite the fact that considerable improvements have been 
obtained in recent years in carcinoma of the uterine cervix. 


Clinical External Endometriosis: Probable Viability of Men- 
Stually Shed Fragments of Endometrium. R. B. Scott and R. 


- Te Linde. Obst. & Gynec. 4:502-510 (Nov.) 1954 [New 
ork}. 


Recent experimental studies have indicated that menstrually 
‘hed fragments of endometrium are viable. Four case reports 
are reported that would seem to bear out this theory on a 
clinical basis. These four women had external endometriosis; 
the first had retrograde menstruation through the right fallopian 
lube to the peritoneal cavity because the right uterine horn had 
40 external communication. The endometriosis was in the right 
ovary. The next two patients had endometriosis of the vagina 
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in excision scars of the Bartholin gland area that had under- 
gone delayed healing. The last patient had complete agglutina- 
tion of the upper two-thirds of the vagina with dysmenorrhea, 
retrograde tubal spill of menstrual discharge, and cul-de-sac 
endometriosis. Experiences with endometrial transplants in 
animals have been most successful during the early menstrual 
phase of the endometrium and least successful with the decidual 
tissue of an advanced pregnancy, with varying degrees of success 
in between; this suggests a definite cyclic variation in the 
viability of endometrial tissue fragments. The infrequency of 
incisional endometriosis in the abdominal wall after laparotomy 
for endometriosis, despite frequent spillage from chocolate 
cysts, is due to the fact that the compressed and degenerated 
endometrial tissue in the wall of a chocolate cyst would only 
rarely be sufficiently healthy to be transplantable. Incisional 
endometriosis after an appendectomy or other nonpelvic pro- 
cedures could be a result of surgical intervention during men- 
struation when transplantations of endometrial fragments were 
shed via the tubes into the peritoneal cavity. A preoperative 
pelvic examination at this time might further squeeze endo- 
metrial fragments out of the uterus and tubes. Instances of 
hematometra and hematosalpinges without external endometri- 
osis can be explained on the basis of pressure degeneration of 
the endometrium and the prolonged transportation time of the 
shed fragments to a receptive area. The epithelium of the 
cervix, vagina, and vulva ordinarily protects those areas from 
implantation endometriosis. Protective epithelial approximation 
over tears and incisions here is usually fairly rapid. Given 
delayed healing, usually secondary to infection, and exposure 
of raw, unprotected tissue to the cyclic menstrual discharges 
(not old decidual tissue), implantation and growth of endo- 
metrium in these areas would seem likely. 


Position of Endoscopy in Gynecology. K. Thomsen. Geburtsch. 
u. Frauenh. 14:925-934 (Oct.) 1954 (In German) [Stuttgart, 
Germany]. 


Thomsen reports on 4,816 culdoscopic examinations, 395 of 
which were performed by himself at the gynecologic clinic of 
the University of Hamburg-Eppendorf, Germany, and 442 were 
performed by 11 American, French, and German gynecologists 
who answered a questionnaire sent to them by the author. 
Diagnostic culdoscopy has proved its value primarily in the 
following conditions: suspected extrauterine pregnancy, endo- 
metriosis, genital tuberculosis, chronic inflammation of the 
adnexa, adhesions, certain hormonal disturbances, and pain of 
doubtful origin. Of the 4,816 examinations, 21 (0.4%) were 
followed by rise of temperature of short duration but without 
any inflammatory complications. Extraperitoneal injuries were 
observed in five cases (0.1%); they were caused by passing the 
trocar between the wall of the rectum and the peritoneum. 
These extraperitoneal lesions did not have any sequelae; healing 
resulted from conservative therapy in four. A laparotomy was 
performed in one, but further intervention was omitted after 
the extraperitoneal location of the injury was detected. The 
patients were hospitalized after the culdoscopy for from 24 
hours to 5 days. The author subjected his patients to clinical 
after-treatment for four to five days similar to that practiced 
after puncture of Douglas’ pouch. He performed the culdo- 
scopic examination with the patient in knee-chest position, 
without introducing an instrument into the uterus, but pulling 
the posterior lip of the os uteri downward by forceps, and with 
the aid of general anesthesia produced with hexobarbital 
(Evipal) sodium, occasionally with the addition of nitrogen 
monoxide and ether. He prefers this technique to saddle block 
anesthesia, spinal anesthesia, paracervical block, or infiltration 
of the puncture area with procaine hydrochloride; the advant- 
ages of these latter methods of anesthesia were emphasized by 
the American gynecologists. Results obtained with culdoscopy 
in which a simple cystoscope is used justify the conclusion that 
it is a valuable and safe diagnostic procedure, which may be 
looked on as an improvement of the previously employed 
methods. Its application however should be considered only if 
the required elucidation cannot be obtained by other diagnostic 
procedures, with the exception of exploratory laparotomy. 
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PEDIATRICS 


Longitudinal Study of the Incidence of Central Nervous Sys- 
tem Damage Following Erythroblastosis Fetalis. M. H. Jones, 
R. Sands, C. B. Hyman and others. Pediatrics 14:346-350 (Oct.) 
1954 [Springfield, Ill.]. 


In order to ascertain the relationship of the neurological 
signs and symptoms in the newborn erythroblastotic infant to 
the presence or absence of neuromuscular handicap in the older 
infant and child, a study of infants with erythroblastosis fetalis 
treated at the Childrens Hospital of Los Angeles was under- 
taken. One hundred Rh-incompatible erythroblastotic infants, 
all with positive antiglobulin (Coombs’) tests, were studied in 
the newborn period, and 92 infants were followed from one 
to five years; the 8 seen most recently have been followed 6 
to 12 months. All infants were examined one or more times in 
the cerebral palsy or child development clinics or both. In the 
newborn period ability to take feedings, strength and quality 
of cry, general state of responsiveness, muscle tone, presence 
or absence of spasticity, flaccidity, sustained ankle clonus, 
nuchal rigidity, or opisthotonus were observed. Depending on 
the number, degree, and duration of abnormal signs, these 
infants were placed in one of three groups. Those with only 
one or two abnormal signs, transiently present, were considered 
normal. Those who had suspicious signs not sufficient to place 
them in the abnormal group were considered indeterminate. 
Those in whom several definitely abnormal signs occurred and 
persisted were classified as abnormal. In the newborn period 
76 infants were considered normal, 18 indeterminate, and 6 
definitely abnormal. The newborn evaluation of central nervous 
system signs was 78% accurate in predicting the future develop- 
ment of an individual infant. Of the 76 infants showing no 
central nervous system abnormality in the neonatal period, 93% 
were normal on the later examinations, 3% were considered 
equivocal, and 4% definitely abnormal. Of the 18 infants with 
indeterminate signs in the neonatal period, the follow-up evalua- 
tions revealed no abnormality in 61%, equivocal abnormalities 
in 6%, and definite abnormality in 33%. Of the eight infants 
with definite abnormal central nervous system signs in the 
newborn period, all had later neuromuscular handicap. There 
was, however, no relation of the severity of the signs in the 
newborn period to the severity of the later handicap. This study 
has made the authors cognizant of the inaccuracy of early 
evaluations in predicting the ultimate neuromuscular status of 
an erythroblastotic infant. There is need for serial examinations 
over several years, noting not only gross motor function but 
hearing, attention span, emotional status, and mental functions. 
Only after this type of study is it possible to conclude that a 
child has escaped central nervous system sequelae. 


Treatment and Prevention of Epidemic Infantile Diarrhea Due 
to E. Coli O-111 by the Use of Chloramphenicol and Neomycin. 
W. E. Wheeler and B. Wainerman. Pediatrics 14:357-363 (Oct.) 
1954 [Springfield, Iil.]. 


Wheeler and Wainerman say that during the first nine months 
of 1952 the experience with infant diarrhea at the Children’s 
Hospital, Columbus, Ohio, was similar to that of the past 
several years. Deaths from diarrhea were unusual. Beginning 
about the middle of September, however, the characteristics 
changed. A considerable number of small babies had one or 
more relapses of their diarrhea, and during the 18 day period 
from Oct. 4 to 22 there were seven deaths. The broad spectrum 
antibiotic drugs were used only rarely during this period. Stool 
cultures were uniformly reported as negative, but the bacterio- 
logical methods used were those designed to isolate Shigella 
and Salmonella organisms. Only in a few instances, usually 
near death, were the stool cultures examined specifically for 
Escherichia coli O-111 and O55. On Oct. 26, one of the 
babies who had been admitted for the treatment of diarrhea 
12 days previously had a second relapse of severe diarrhea and 
was found to have a positive stool culture for Esch. coli 
O-111. The baby was treated with chloramphenicol and the 
stool cultures became negative two days later. Ten days after 
the first positive culture cross infections began to occur in the 
diarrhea unit. Shortly afterwards, the infection spread to an 
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adjacent respiratory disease unit. A concentrated attempt was 
now made to stop the outbreak. The organism responsible for 
the diarrheal disease was a particular serotype of Esch. coli 
which although indistinguishable culturally from the normal 
Esch. coli present in feces, possesses peculiar somatic (O-111) 
and’ envelope (B,) antigens, which appear to endow it with 
pathogenic properties especially for the human infant. Infec- 
tions due to this type of Esch. coli are characterized py a 
propensity to spread to infant contacts and by a tendency to 
relapse. Esch. coli O-111 was identified in stool cultures by 
subjecting individual colonies or confluent growth from blood 
agar or McConkey’s agar plates to slide agglutination with 
rabbit serum prepared against live Esch. coli O-111. Antibiotic 
Sensitivity tests were made by the filter paper disk method 
(chloramphenicol and oxytetracycline, 10 mcg.; neomycin, 25 
mceg.). Antibiotics were given by mouth in a few cubic cent 
meters of water, four times a day (chloramphenicol usually jp 
a daily dose of 35 mg. per kilogram of body weight and neo. 
mycin, 50 mg. per kilogram). Babies receiving either drug also 
received vitamin K to prevent hypoprothrombinemia that might 
result from the greatly suppressed bacterial flora of the intestine. 
No deaths occurred in the specifically treated patients after 
Oct. 26. The authors feel that both antibiotics were effective 
in reducing the severity of the diarrhea but that chloramphen- 
icol was followed by the emergence of a distressing number of 
drug resistant strains of organisms, which made it less satis. 
factory at the dosage level used than neomycin. An attempt to 
prevent cross infections by the prophylactic use of chloram- 
phenicol failed. The authors emphasize the relapsing nature of 
the disease, the need for special techniques to recognize the 
organism and its great transmissibility, and caution others who 
treat outbreaks of this infection with antibiotics to be mindful 
of the need to watch for the development of drug resistant 
strains of the organism. Since neomycin appears to act in vivo 
as a bactericidal drug, it would seem to have theoretical as well 
as practical advantages over the broad spectrum antibiotic drugs 
in the treatment of this disease. 


Case Reports of Progressive Infantile Muscular Atrophy (Werd- 
nig-Hoffmann) in Fraternal Twins. R. H. Leyrer. A. M. A. Am.]. 
Dis. Child. 88:604-605 (Nov.) 1954 [Chicago]. 


Leyrer presents histories of twin girls who were delivered 
after the mother’s second pregnancy, which was carried to term. 
A cholecystectomy and an appendectomy were performed on 
the mother at three months’ gestation. Delivery was uneventful. 
It was noted at birth that the twins were not identical. Both 
infants had good sucking reflexes at birth, were able to raise 
their heads, were able to roll over, and had begun to sit up. 
When the children were 5 months old the mother noted they 
were unable to raise their legs off the bed, and soon after they 
were unable to roll over. By the age of 6 months they had lost 
some sucking reflex and dysphagia appeared. The symptoms 
grew progressively worse. Their history to date of hospital 
admission was one of a progressively downhill course. Both 
had lost weight and had dyspnea and stertorous breathing. 
Neither infant could move her legs. Their chests showed 
evidence of pigeon breast. There was an accumulation of 
mucoid secretion in the oropharynx, which seemed to Ie 
develop soon after aspiration. Neurological examination re 
vealed the absence of deep and superficial reflexes in both legs 
of each twin. All muscles were flaccid and atrophic in both 
legs. There were diminished tendon reflexes in both upper 
extremities and strength sufficient only to allow them to raise 
a small light toy. Biopsy of the gastrocnemius muscle of both 
infants showed evidence of diffuse atrophy compatible with 
diagnosis of muscular atrophy. Neurological consultation con 
firmed the presence of a lower motor neuron disease affecting 
the nuclei of the lower brain stem and the locomotor neurons 
of the spinal cord. Infantile muscular atrophy (Werdnig-Hof- 
mann type) was confirmed. Short trials of therapy with neostig- 
mine (Prostigmin) in one infant and corticotropin (ACTH) 
the other were instituted but with little effect in either case. 
Both infants died about a month after discharge from the 
hospital. The first and only other sibling of this family ¥® 
affected with Oppenheim’s disease, or amyotonia congenita. 
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-ritonitis in Newborn Infants: Anatomic and Clinic Observa- 
H. Garces, F. Fernandez and A. Guzman. Rev. chil. 


iow 28:3 12-320 Guly) 1954 (In Spanish) [Santiago, Chile]. 


Peritonitis in newborn infants is more frequent than is 
sieved. In the period of the last 15 years, observations were 
nade on 44 patients in the first week or in the first month of 
hfe in the pediatric department of the Hospital Roberto del Rio 
¢ Santiago. Eleven infants were premature. Sepsis, omphalitis, 
-aterocolitis, and congenital malformations of the intestinal 
- were the most frequent causes of the disease. The most 
requent general or local clinical symptoms and signs were 
nose of acute general infection, dehydration of the patient, 
somiting, diarrhea, and a great distention of the abdomen. Less 
equently, superficial venous circulation, eversion of the navel, 
ond edema of the abdominal wall were observed. Probably 
pere must have been abdominal pain, but the condition cannot 
e evaluated in newborn infants. A clinical diagnosis is difficult. 
; should be based on the afore-mentioned symptoms. The 
reults of a simple roentgen examination of the abdomen is 
{ diagnostic value, as it shows dilation of the intestinal loops 
and level of liquids on the lower part of the abdomen. In cases 
of congenital malformation of the intestinal tract, intestinal 
perforation shows by the presence of a spontaneous pneumo- 
peritoneum. The roentgen examination of the abdomen with 
Lipiodol (iodized oil) permits visualization of the seat of the 
perforation. Abdominal diagnostic puncture is also of value. 
The prognosis is grave, as there are only a few cases of recovery 
reported in the literature. The treatment consists of early 
therapy with sulfonamides and antibiotics and surgical opera- 
tion for correction of the causal organic condition of the dis- 
ese and for drainage of pus. In the cases observed by the 
authors the average duration of life from starting of the symp- 
toms to occurrence of death was four days. An autopsy showed 
great dilation and adhesion of the intestinal loops to each other 
and to the abdominal visceras. Fibrinous purulent peritonitis 
was diffuse in 21 cases and local in 20 cases. In three cases the 
exudates only were fibrinous. Bronchopneumonia, splenitis, 
omphalitis, and meningitis were the most frequent septic foci 
observed in association with peritonitis in the newborn infant. 








Erroneous Interpretations of Polyarthritic Symptoms at Onset 
of Acute Leukemia During Childhood. M. Kienitz. Kinderarztl. 
Praxis 22:243-248 (June) 1954 (In German) [Leipzig, Germany]. 


Leukemia occurs in children almost exclusively in the acute 
form in which the onset is sudden, and the correct diagnosis 
is generally quite evident. However, occasionally the disease 
may give misleading symptoms at first, as is demonstrated in the 
year-old boy whose history is presented. He was hospitalized 
decause of high fever, which had existed for three days, and 
severe pains in arms and legs. About four weeks before the 
boy had had an attack of febrile disease, supposedly influenza, 
which confined him to bed for 10 days, and since then he had 
hot recovered his full strength. On admittance, he had severe 
pains in arms and legs and in the left shoulder and hip joints. 
The disorder was at first regarded as a polyarthritis and rheu- 
malic pancarditis. Roentgenoscopy of the knee joints revealed 
to pathological aspects. Four weeks later unusual changes were 
noted in the blood. Hemoglobin level was 38%, the erythrocyte 
count was 2,100,00@, the leukocytes numbered 10,600 and the 
thrombocytes 87,000 per cubic millimeter. The peripheral blood 
contained many immature forms resembling thrombocytes, 
and the bone marrow contained cells that appeared to be 
micromyeloblasts. On the assumption that the bone marrow 
might have been damaged by aminopyrine, treatment with this 
™~ Was stopped and a Pentnucleotide preparation and blood 
transfusions were given, but despite this the patient’s condition 
“came at first more serious but gradually improved, and when 
the blood picture became practically normal the suspicion that 
_ boy might have leukemia was given up, and when he left 
ihe hospital the diagnosis was again polyarthritis and rheu- 
matic pancarditis, with possible panmyelopathy after treatment 
with aminopyrine. After another four weeks the patient re- 
lurned with new symptoms that were designated as relapses of 
polyarthritis. But in the meantime pains in the feet with swell- 
Ng of the dorsum had also developed. The absence of joint 
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symptoms, the blood sedimentation speed, and the aspect of 
the blood picture gave rise to doubts about the earlier diag- 
nosis, and the possibility of leukemia was considered. Puncture 
of the sternum disclosed numerous myeloblasts and micromyelo 
blasts in the bone marrow. A few days later the same cells were 
found in the peripheral blood, and when shortly after that hard 
swellings of the lymph nodes were found at the angle of the 
jaw, the diagnosis of leukemia was no longer questioned. The 
leukemia advanced rapidly despite repeated transfusions and 
cther treatments, and the boy died. The author emphasizes that 
pains in the joints and bones, particularly in children, may 
occasionally be an early symptom of acute leukemia, which 
may be preceded by an aplastic phase, giving the impression 
of panmyelopathy or even agranulocytosis. In such 
repeated examinations of the bone marrow are required for a 
correct differential diagnosis. 


cases 


DERMATOLOGY 


Observations on Porphyria Cutanea Tarda. L. A. 
A. M. A. Arch. Dermat. & Syph. 70:551-564 (Nov.) 
|Chicago]}. 

Of 34 patients, 26 men and 8 women, with the chronic cutane- 
ous type of hepatic porphyria who were observed by Brunsting 
at the Mayo Clinic since 1944, 27 had porphyria cutanea tarda. 
The cutaneous signs first became evident in five patients after 
they were 60 years old, and in one not until he was 67. In 7 
of the 27 patients the cutaneous symptoms were combined with 
abdominal or nervous symptoms, or both, at various times, while 
in the others the cutaneous symptoms that appeared late in life 
were the presenting symptoms. Hypertension was not an un- 
common finding, but no evidence of hemolytic disease was ob- 
served. Hypertrichosis was observed in seven women and five 
men. Hyperpigmentation was common and was a diffuse process 
or mottled; sometimes it was associated with vitiligo of the 
hands. Sclerodermoid yellowing and hardening of the exposed 
skin of the face and back of the neck were of common occur- 
rence in the men and were observed in three women. In a few 
patients, punched-out craters and healed scars were observed 
about the cheeks and back of the neck; these were sharply 
limited to the area above the collar line. Blistering was an ir- 
regular feature that occurred mostly on the fingers and hand. 
Histopathological examination of the affected skin showed a 
benign type of blistering, as well as degenerative changes in the 
cutis, but these were not distinctive for porphyria. Long-term 
observations on excretion of porphyrin are reported in five 
patients who were followed up to eight years. As a general rule, 
patients with porphyria cutanea tarda excrete large amounts of 
preformed porphyrins in the urine and feces and no porpho- 
bilinogen. Patients with mixed symptoms excreted porphobilino- 
gen in the urine in variable amounts at times, but not always. 
A familial incidence of the disease and a possible relationship 
to diabetes was noted. The incidence of functional impairment 
of the liver as well as the incidence of alcoholism was high. 
Alcohol may have a hepatotoxic influence on the precipitation 
and maintenance of symptoms, and, therefore, elimination of 
the damaging insult to the liver by the strict avoidance of alcohol 
or hepatotoxic drugs is most important. The clinical appearance 
of the chronic cutaneous features suggested photosensitivity, but 
a relationship was not proved. The author's observation and a 
review of the literature indicate that porphyria cutanea tarda is 
commoner than is generally appreciated, the number of cases 
recognized depending on the awareness of the observer. The 
exact position of the disorder in relation to acute porphyria is 
not settled. 


Brunsting 
1954 


Intramuscular Chloramphenicol in Outpatient Treatment of 
Venereal Disease. C. E. Wood, S. Olansky and W. F. Edmund- 
son. A. M. A. Arch. Dermat. & Syph. 70:625-630 (Nov.) 1954 
|Chicago]. 

Suspensions of a micronized powder of chloramphenicol were 
given intramuscularly to 116 outpatients with venereal diseases. 
Of the 116 patients, 24 had granuloma inguinale, 36 chancroid, 
18 lymphogranuloma venereum, and 38 nongonococcic urethri- 
tis. Injections of 4 gm. of chloramphenicol were given in a total 
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volume of 8 cc. of suspension, forming an easily injected liquid. 
Of the 24 patients with granuloma inguinale, 21 were given three 
injections at intervals of 72 to 96 hours, with a total dose of 
12 gm. of the drug, and 3 patients who had extensive lesions were 
given an additional injection of 4 gm., i. e., a total dose of 
16 gm. The average healing time of moderate-sized lesions was 
13 days. Twenty-three of the 24 patients who were followed for 
1 to 12 months remained healed. Twenty of the 36 patients with 
chancroid were cured with one injection of 4 gm. of chlor- 
amphenicol; one additional injection of 4 gm. of the drug was 
given to 14 patients, and two additional injections to two patierts. 
The total healing time was 6 to 21 days, averaging 12.2 days. 
The patients with lymphogranuloma venereum received intra- 
muscular injections of chloramphenicol in doses of 4 gm. every 
48 to 96 hours until a minimum dose of 12 mg. was given. Two 
patients with extensive fluctuating buboes received four injections 
(16 gm.). In no patient was chloramphenicol therapy extended 
over more than an 11 day period and, except when aspiration 
of buboes became necessary, no other adjunctive treatment was 
given. Seventeen of the 18 patients were cured, but with results 
considered inferior to those obtained with 20 gm. of chlortetra- 
cycline (Aureomycin) in 15 other patients; the average healing 
time with chloramphenicol was 17 days, as compared to 11.5 
days with chlortetracycline. A single injection of 4 gm. of 
chloramphenicol was considered effective in 19 of the 38 patients 
with nongonococcic urethritis. No toxic or sensitivity effects 
of chloramphenicol were observed. 


Alterations of Foot-Sweat Production in Frostbite. D. A. Vavala 
and K. D. Orr. Mil. Surgeon 115:275-281 (Oct.) 1954 [Washing- 
ton, D. C.]. 


Experimental evidence as well as clinical observations have 
shown that frostbite affects the sweating mechanism of a frost- 
bitten area. This seems to be due either to injury to the nerves 
innervating the sweat glands or to direct damage to the 
sudiparous glands. Vavala and Orr measured the foot-sweat of 
98 patients who had incurred frostbite of the feet in Korea 
during the winter of 1951-1952. The presence and amount of 
sweating was determined qualitatively by the Minor starch- 
iodine test and quantitatively by gravimetric measurements of 
total foot-sweat. Minor’s starch-iodine test was performed on 
78 patients. The sweat values of patients with frostbitten feet 
were compared at various times after injury, and comparisons 
were made also of the mean diurnal and nocturnal foot-sweat 
values with respect to time after the frostbite was sustained. The 
values obtained were compared with those of normal controls. 
It was found that the diurnal foot-sweat rates for frostbitten feet 
were higher than the nocturnal measurements. When compared 
with the controls the frostbitten feet were hypohidrotic for the 
first 30 days after injury and hyperhidrotic from 31 days up to 
at Jeast 120 days after injury. 


Methionine Tolerance as Liver Function Test in Dermatoses. 
R. Jaroschka and H. Kresbach. Wien. klin. Wchnschr. 66:762- 
765 (Oct. 8) 1954 (In German) [Vienna, Austria]. 


Jaroschka and Kresbach performed Schreier and Schdnsee’s 
methionine tolerance-test for liver function [J. A.M. A. 149: 
1167 (July 19) 1952] on 12 patients with liver disease but 
without dermatosis and on 148 patients with skin diseases. 
Thirty-four of the 148 patients had skin disease and a history 
of liver disease and in some of them damage to the liver could 
still be demonstrated. Of the remaining 114 patients who did 
not have a history of liver disease or demonstrable liver damage, 
30 had psoriasis, 41 had circumscribed dermatoses, and 43 had 
extensive dermatoses. Methionine in doses of 10 gm. was given 
by mouth on an empty stomach, and its excretion in the urine 
was ascertained over the next 24 hours. The authors confirmed 
that the modification of the MacCarthy-Sullivan reaction, 
which was used by Schreier and SchOnsee, is a suitable colori- 
metric method for the determination of the methionine level 
in the urine. They also observed that the elimination of 
methionine in the urine of the patients with liver disease but 
without cutaneous changes was abnormally high, and that in 
about half of these patients it was definitely a pathological 
condition. They, however, found that excretion of methionine 
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in the urine was also high and partly abnormal in the patients 
with skin diseases who did not have a history of liver disease 
or in whom liver damage could not be demonstrated. These 
findings definitely depended on the extent and duration of the 
skin lesions, In the patient with psoriasis, the high incidence 
of abnormal findings was notable. The authors’ results Suggest 
that the skin plays a part in the metabolism of amino acids. 
Abnormal results of the methionine tolerance test in patients 
with skin diseases, therefore, are no proof of the presence of 
liver damage. 


Discoid Lupus Erythematosus Following Trauma. B. L. Schiff 
and A. B. Kern. Brit. J. Dermat. 66:357-360 (Oct.) 1954 
[London, England]. 


The case reported was that of a man, aged 32, who was firs; 
seen on Feb. 13 because of a painful eruption of 10 days 
duration. Examination disclosed a grouped, vesicular dermato- 
sis in segmental arrangement on the right side of the chest. The 
diagnosis of zoster was made. Two weeks later the vesicles 
were dry, the surrounding erythema was subsiding, and pain 
was much diminished. Five weeks after the onset he had 
completely recovered. On June 2, 1953, the patient presented 
himself again because of a new eruption that had developed 
22 days before, 9 days after the patient had sustained a sun- 
burn. In contrast to the previous dermatosis, the new one was 
not painful. Examination disclosed an eruption that was limited 
to the sites of the healed zoster lesions. The lesions were 
erythematous, scaly, round, with raised borders and depressed 
centers that showed early atrophy, telangiectasia, and keratotic 
follicular plugging. A biopsy specimen confirmed the diagnosis 
of discoid lupus erythematosus. Treatment with quinacrine 
(Atabrine) hydrochloride was started, but he failed to return 
for reexamination. The case is of interest because it supports 
the concept that trauma or local skin damage may in some 
cases play a role in the development of discoid lupus erythema- 
tosus. In this case there appeared to be two inciting factors, 
sunburn and zoster. The influence of sunlight in initiating or 
causing an exacerbation of the disease is well known. The local- 
ization of the lesions suggests that the previous herpetic eruption 
was responsible for some local change that made the affected 
sites more susceptible. 


UROLOGY 


Urologic Problems in General Practice. E. J. Collier, T. L. 
Howard, J. M. Lipscomb and others. Rocky Mountain M. J. 
51:888-896 (Oct.) 1954 [Denver]. 


Infection of the urinary tract is so common as to be encount- 
ered almost daily in general practice. Making a bacterial stain 
of the urine, which requires but a few minutes in the physician's 
laboratory, is the single most important step toward effective 
treatment. Amicrobia suggests virus infection, tuberculosis, 
interstitial cystitis, and posterior urethritis in women. Bacillary 
infections are first treated with one of the sulfonamide drugs. 
Gram-negative bacilli account for 80% of urinary tract infec- 
tions, and the sulfonamides properly administered will cure 
90% of these. Thus, penicillin is said to be the most misused 
drug in urology. Coccic infections are treated according to the 
morphology of their group. For Streptococcus hemolyticus 
penicillin is preferred, but for staphylococci sulfonamides are 
preferred, because now 70% of the strains are resistant to 
penicillin. Str. fecalis resists both penicillin and sulfonamide 
therapy, and urinary infections caused by this organism should 
be treated with methenamine (Mandelamine) mandelate. Pent- 
cillin and sulfonamides are employed in gonococcic infec- 
tions. Mixed infections, in which the staining method reveals 
both rods and cocci, are best treated initially by a combination 
of penicillin or erythromycin with sulfonamides. Patients who 
do not respond after such treatments have been continued for 
a week have either some focus of infection, a pathological 
process in the urinary tract that predisposes to infection, 0 
bacterial resistance. The more powerful and expensive ant 
biotics are withheld until these factors have been determined 
and, when possible, eliminated. Following these general remarks 
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about infection, the authors discuss acute hemorrhagic cystitis, 

terior urethritis, and trigonitis in women, the proliferative 
inflammatory lesion known as urethral caruncle, prolapse of 
the urethral mucosa, urethritis and prostatitis, strictures, enure- 
sis, circumcision, intrascrotal lesions, epididymitis, and cancer 
of the prostate. Four important points are emphasized with 
gard to malignant tumors of the urinary tract: 1. Thorough 
investigation, and, if necessary, exploration should be made 
of any testicular mass that might possibly be malignant. ie The 
srostate of men past 50 years of age should be examined twice 
a year and during each physical examination, and any suspicious 
sion should be subjected to biopsy. 3. Any patient having 
wen one episode of gross hematuria deserves a complete 
yrologic examination to rule out malignant disease. 4. The 
sneral physician and surgeon are the first to see these people, 
ind they are responsible for the early diagnosis of a malignant 


lesion. 


Urethral Stricture Following Transurethral Resection Prevented 
by Internal Urethrotomy: Preliminary Report of Experience 
sith Otis Urethrotome. J. L. Emmett and J. R. Winterringer. 
|, Urol. 72:867-874 (Nov.) 1954 [Baltimore]. 


According to Emmett and Winterringer, postoperative urethral 
gricture continues to be troublesome after transurethral resec- 
tion, although its frequency has diminished. The principal cause 
of postoperative strictures is trauma to the urethra from instru- 
ments that are of too large caliber to be admitted easily by the 
yethra. Inaccurate preoperative calibration of the urethra and 
the surgeon’s hesitation to stop and do external urethrotomy 
when it is indicated are regarded by the authors as the chief 
causes of most postoperative strictures today. Minimal urethral 
rarrowing at times may not be appreciated with steel sounds. 
More accurate calibration of the urethra is possible with the 
Otis metal bulbs (bougie 4 boule). The slightest “jump” of the 
bulb, either on introduction or withdrawal, indicates narrowing. 
The hesitation of the surgeon to employ external urethrotomy 
sems from the fact that he dislikes to lose 10 to 20 minutes 
of the time during which the anesthesia can be expected to last. 
The slightly lengthened stay in the hospital and the occasional 
perineal fistula also make the surgeon hesitant to use the pro- 
cedure, especially in borderline cases. The authors believe that 
preliminary internal urethrotomy may be the answer to this 
problem; it was suggested to the senior author (J. L. E.) by Dr. 
Harold McDonald of Atlanta, Ga., who has been using this 
procedure successfully for several years. Also, White and Berry, 
of Kingston, Ontario, Canada, reported its use in 1946. Emmett 
and Winterringer describe the technique and say that in the 
past year (since May 1, 1952) internal urethrotomy with the 
Otis urethrotome has been done by the senior author in 59 
cases. In 50 of these the procedure was done preliminary to 
transurethral prostatic resection, which represents about 20% 
of the transurethral resections performed. In three cases it was 
done preliminary to transurethral removal of a vesical tumor. 
In the remaining six cases the urethrotomy was performed for 
uethral stricture. Discussing the results obtained in the 53 pa- 
tients in whom internal urethrotomy was done preliminary to 
a transurethral surgical procedure, the authors say that although 
long-term follow-up has not been possible as yet, most post- 
operative strictures become apparent within six months. None 
of the 53 patients has complained of difficulty with the urinary 
seam. Internal urethrotomy may gradually replace perineal 
uethrotomy when transurethral resection must be performed 
through a urethra of small caliber, but this will depend largely 
on care and scrupulous adherence to details to prevent untoward 
complications. It must be remembered that, by internal ure- 
throtomy, an opening may be made into large venous channels 
wch as those of erectile tissue, permitting even more ready 
access of foreign material and infection into the general circu- 
lation than does the prostatic capsule during transurethral re- 
“ction. Because of this, the same precautions shown to be 
‘fective in transurethral resection should be adhered to, namely, 
administration of antibiotics 24 to 48 hours before and for 
*veral days after operation, as well as adequate drainage by 
indwelling urethral catheter for at least four days. Such drain- 
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age permits the urethral incision to seal over and prevents the 
patient’s voiding into the general circulation via the cavernous 
tissue or an unhealed urethra. 


Vesicorectostomy Through Its First Five Years. J. G. Moore 
J. Urol. 72:840-848 (Nov.) 1954 [Baltimore]. 


The first patient in whom vesicorectostomy was performed 
had complete epispadias with urinary incontinence all of his 
22 years of life. The first stage of the operation was carried 
out through a midline suprapubic incision. The bladder was ex- 
posed and opened with a vertical incision. Two fingers of the 
left hand were inserted into the bladder and pressed on its 
posterior wall as two fingers in the rectum pressed forward and 
afforded excellent bimanual palpation. It was readily ascertained 


_that no omentum or..other -intraperitoneal. structure .was low 


in the rectovesical pouch. A fairly large area was felt where 
the anterior wall of the rectum came into apposition with the 
posterior wall of the bladder. It was the center of this area that 
was selected for the anastomosis of the two organs. Moore 
gives further details of the operation, which in this patient was 
carried out in two stages, both of which are illustrated. In the 
second patient, a man aged 56, the operation was completed 
in one stage. The author says that he deferred general recom- 
mendation of the procedure until the results after five years 
could be ascertained. This is now possible in the first patient, 
in whom a five year postoperative observation period revealed 
no evidence of dilatation or infection of the upper urinary tract 
and no signs of reabsorption by the intestine. The author be- 
lieves that this operation can be recommended for (1) urinary 
incontinence when urethral operations are inadequate and when 
the anal sphincters are competent; (2) urethral carcinoma; (3) 
some cases of urethral stricture; (4) exstrophy of the bladder; 
(5) severe Hunner’s ulcer when it does not respond to other 
therapy; (6) the contracted bladder of healed tuberculosis; (7) 
more radical prostatectomy. Why should there be such a de- 
parture from the standard surgical procedures? In the first case 
described it was the reluctance to relieve the incontinence at 
the risk of submitting the patient to the probable, immediate, 
and late complications of ureterosigmoidostomy that prompted 
the author to review the anatomic proximity of the bladder and 
rectum. The importance of the interdeferent triangle then be- 
came apparent, because it is over this triangle that normally 
the bladder and rectum are in direct apposition. This is the 
triangle bounded by each vas deferens and by the lower border 
of the rectovesical or rectogenital pouch. However, these organs 
are still separated by the so-called fascia of Denonvilliers or 
what Uhlenhuth and co-workers called the rectogenital septum, 
which is not.a fascia but is of peritoneal origin representing the 
fusion of the dorsal and ventral walls of the rectogenital pouch. 
Uhlenhuth and co-workers in that study also learned that the 
rectogenital pouch remained lower in infants than in adults. 
This indicates that the interdeferens triangle is relatively and 
actually larger in adults than in infants, which means that there 
is a better margin of safety for adults having vesicorectostomy. 


Vesical Endometriosis. L. F. Ajamil, E. Pernas and M. Val- 
verde. J. Urol. 72:833-836 (Nov.) 1954 [Baltimore]. 


The patient whose history is reported was a woman, aged 
26, who stated that after each menstruation she suffered from 
intense pain in the hypogastrium that occasionally made micturi- 
tion difficult. Menstruation also was painful. For the last five 
years she had had pain in both lumbar regions. Cystoscopic 
examination revealed good bladder @apacity. At the vertex of 
the bladder, and to the right of the air bubble, a hypertrophied 
area was noted about 2 cm. in diameter, mammillary, with 
violet colored areas, covered by mucosa and surrounded by a 
narrow zone of bullous edema. Under general (endotracheal) 
anesthesia a median infraumbilical incision was made exposing 
the bladder transperitoneally. A partial cystectomy was done, 
removing a fragment about 3 cm. in diameter from the vertex 
of the bladder. The bladder was closed in layers by interrupted 
sutures. A dePezzer retention catheter was left in the urethra 
and was removed on the eighth postoperative day, and the 
patient was discharged 12 days after operation. Examination of 
the surgical specimen revealed infiltration of the entire vesical 
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wall by glandular endometrial tissue. It is pointed out that 
endometriosis is most frequently localized in ovaries, fallopian 
tubes, broad and round ligaments, cervix, vaginal wall, peri- 
toneum, and Douglas “cul de sac” with invasion of the rectum. 
The invasion of the urinary tract by endometriosis is not 
common. The authors review some earlier reports on vesical 
endometriosis and differentiate between a primary and a 
secondary form. It is regarded as secondary when it occurs 
after surgical operations or trauma or when it is shown that 
the lesion is continuous with the uterus, ovaries, or tubes; and 
primary when there is no demonstrable connection. 


OPHTHALMOLOGY 


Periodic Unilateral Exophthalmos. J. E. Bennett. A. M.A. 
Arch. Ophth. 52:683-698 (Nov.) 1954 [Chicago]. 


Bennett presents a unique case of rhythmical periodic uni- 
lateral exophthalmos of three years’ duration. The patient is a 
45-year-old veteran who has been observed over a period of 
one and one-half years; extensive laboratory data were obtained, 
and clinical investigations with endocrine extracts were made. 
The exophthalmos was associated with periorbital and conjunc- 
tival edema, restricted ocular motility, and diplopia. The attacks 
recurred at an average of 31 day intervals and had a mean 
duration of 14 days. The proptosis was not reducible by digital 
pressure. Intraocular tensions were normal. The attacks were 
accompanied by a marked eosinophilia, and the eosinophil 
count remained elevated during remissions unless reduced by 
endocrine therapy. There was a tendency to a decreased excre- 
tion of 17-ketosteroids. A biopsy specimen of the orbicularis 
muscle was characterized by perivascular infiltration of eosino- 
phils and neutrophils and by connective tissue hyperplasia. An 
attack could be terminated by systemic administration of corti- 
sone. Diethylstilbestrol precipitated and intensified the symp- 
toms, but testosterone therapy had no effect on the disease 
process. The syndrome was not affected by diphenhydramine 
or epinephrine therapy. Prophylactic thyroid therapy did not 
alter the course of the disease. Prophylactic cortisone therapy 
modified the severity of the attacks, allowing the patient to 
continue normal activity. In an addendum to this report, the 
author says that lately it has been found that the attacks of 
unilateral exophthalmos can be prevented by the administration 
of 150 mg. of cortisone daily. The patient has been on this 
regimen for 74 days without recurrence, during which time he 
would normally have had two attacks of unilateral exoph- 
thalmos. 


Reduction of Intraocular Pressure by Salicylic Acid. H. Schu- 
macher. Klin. Monatsbl. Augenh. 125:299-305 (No. 3) 1954 
(In German) [Stuttgart, Germany]. 


The studies presented by Schumacher were suggested by the 
fact that the eyeball becomes extremely soft during poisoning 
with salicylic acid and that after the intravenous administration 
of salicylic acid the intraocular pressure of acute glaucoma 
becomes greatly reduced. Some investigators used this observa- 
tion in patients with acute primary (congestive) glaucoma by 
giving them three times daily an intravenous injection of 2 gm. 
of sodium salicylate in a 10% solution, and they obtained good 
results. Schumacher investigated the action mechanism by 
which salicylic acid reduces the ocular tonus. He found that 
after local instillation ofssalicylic acid the ocular pressure does 
not decrease, despite the fact that ions of salicylic acid pene- 
trate into the interior of the eye. The decrease in ocular pressure 
cannot be due to osmotic effects; direct muscular effects (as 
following pilocarpine), inhibition of cholinesterase (as after 
physostigmine), reducing the volume of the vitreous by acidifi- 
cation (as in diabetic coma), or a hyaluronidase effect. Schu- 
macher gained the impression, however, that certain clinical 
and experimental observations indicate that salicylic acid de- 
creases the ocular tonus indirectly by way of the hypothalamic 
centers. This would provide further support for Thiel’s theory, 
according to which ocular pressure is regulated by the central 
nervous system. 


J.A.M.A., Jan. 22, 195§ 


THERAPEUTICS . 


Use of Glycyrrhizin After Bilateral Adrenalectomy. Pp. Hud. 
son, A. Mittelman and M. Podberezec. New England J. Med 
251:641-646 (Oct. 14) 1954 [Boston]. 


Three patients with advanced cancer underwent bilateral 
adrenalectomy, and glycyrrhizin was used in their Postopera- 
tive management. This agent alone is not sufficient for adequate 
maintenance of such patients, but it is possible to maintain them 
on doses of cortisone formerly considered subminimal for Periods 
ranging from three to eight weeks with the addition of glycyr- 
rhizinic acid. Two patients were adequately maintained for 8 
and 16 days, respectively, with glycyrrhizin alone. With the Use 
of this drug the development of adrenal cortical insufficiency is 
a gradual process extending over a period of weeks. Earlier re. 
ports that glycyrrhizin is superior to desoxycorticosterone acetate 
for therapy in the patient with hypoadrenalism appear to be 
borne out by this study. The mechanism whereby glycyrrhizinic 
acid exerts its adrenal-cortical-like effect is unknown. 


Present Status of Aerosol Therapy with Proteolytic Enzymes; 
Studies on the Cytology of Bronchial Secretions. W. Habecb, 
H. G. Reiser, F. Dick and L. C. Roettig. Dis. Chest 26:408. 
419 (Oct.) 1954 [Chicago]. 


Habeeb and associates have given a total of 1,856 individual 
aerosol administrations of trypsin to 152 patients. They found 
that aerosol administration of trypsin is highly effective not only 
for the lysis of tenacious mucoid bronchial secretion, which can 
be obtained by several other methods, including aerosolized 
detergents, but it is in the true sense an enzymatic débridement, 
which can be applied to the entire respiratory system. Its action 
in the pulmonary system is similar to its action on the body 
surface and in body cavities, in that it actually digests all pro- 
tein debris, not only liquefying mucus, but also digesting purv- 
lent exudates, promoting a serous outpouring from granulating 
surfaces, cleaning up granulating areas, and promoting the re- 
generation of surface or pavement epithelium. This débriding 
action can be most clearly demonstrated in cases of unresolved 
pneumonitis, which have shown remarkably satisfactory clear- 
ing under management with aerosol administration of trypsin. 
It is also evidenced by the manner in which patients with in- 
operable cases of bronchiectasis can be maintained free from 
sputum and from purulent secretion over prolonged periods by 
a short treatment with aerosol administration of trypsin. Thus, 
the most prolonged benefits have been obtained in bronchiectasis, 
unresolved pneumonia, pulmonary emphysema with chronic 
bronchitis, fibrocystic disease of the pancreas, and lung abscess. 
It has proved to be a valuable adjunct in the preparation of 
patients for pulmonary surgery. Its side-effects are minor and 
not frequent. Evidence so far does not indicate that there is 
any danger that it might produce metaplasia. 


Triethylene Melamine (TEM) in Lymphocytic Leukemias. Mi- 
chen. med. Wchnschr. 96:1189-1191 (Oct. 8) 1954 (In German) 
[Munich, Germany]. 


Triethylene melamine was given to eight men and two women 
between the ages of 50 and 68 years with chronic lymphocytic 
leukemia who were followed for a maximum period of two 
years. The onset of the disease preceded the institution of tr- 
ethylene melamine therapy by at least several months; seven 
patients had not been treated previously, one patient had re 
ceived previous temporary treatment with arsenic, one roentgen 
irradiation, and one roentgen irradiation, blood transfusions, 
and corticotropin (ACTH). A favorable effect of triethylene 
melamine was observed in 7 of the 10 patients. The cases of 
two of the seven patients in whom the effect of the drug was 
pronounced are reported in detail. One of these two patients, 
a 67-year-old man with typical progressive lymphocytic leukemia 
of one year’s duration, was maintained in a clinically and 
hematologically satisfactory condition for 15 months with com 
tinued administration of triethylene melamine and without ay 
other treatment. Diminution in the enlarged size of the splee# 
and lymph nodes to nearly normal occurred. The number of 
lymphocytes remained high, with an almost normal total leuko 
cyte count. In the second patient, a 62-year-old man with lym 
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c anemia of four years’ duration, only short temporary 
anroverment was achieved by previous treatment with roentgen 
1  satiot, blood transfusions, and corticotropin, while with 
ethylene melamine therapy the red blood cell count was re- 
gored to normal and bone marrow findings were improved con- 
‘or more than one year. Three patients were therapeutic 
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failures. Individual dosage of triethylene melamine with avoid- 
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uate HM of overdosage is the primary principle in triethylene mela- 
them HM ne therapy, Which was started in “bouts” of 7.5 to 10 mg. 
Tiods ven within two to three days, followed by a rest interval of 
YCyI- BAM bout half a week. This procedure is indicated for preventing 





‘or 8 pid drop in leukocytes. The drug must be given on an 


a too ra 





© Use HA empty stomach, i. €., in the morning before breakfast. Further 
cy is HM ontinuation of treatment in the absence of any improvement 
T Te- “er three to four weeks of therapy is useless. Better results 
Ctate nay be obtained with prolonged administration of small doses 
0 be M5 to 5 mg. of the drug per week than with treatment at 


Zinic jong intervals. Constant control of the blood picture, at least 
wery week or every second week, is imperative, particularly 
jr ambulant treatment, since resistance to triethylene melamine 
say develop. The authors believe that the value of triethylene 
Inelamine in the treatment of lymphocytic leukemia is similat 
that of roentgen irradiation. The advantage of triethylene 
Inelamine consists in its better tolerance. 
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ound ‘inical Evaluation of 6-Mercaptopurine in the Treatment of 


only ipokemia. J. H. Burchenal, D. A. Karnofsky, M. L. Murphy 
can end others. Am. J. M. Sc. 228:371-377 (Oct.) 1954 [Phila- 
lized fmmdelphia). 

nent, The therapeutic activity of 6-mercaptopurine, which showed 
tion activity against experimental tumors and leukemias in the mouse, 
body as evaluated in 269 patients with neoplastic disease, of whom 
Pro- Hi 4 had acute leukemia, 8 subacute, 18 chronic myelocytic, and 
urU- HY chronic lymphocytic leukemia. The usual dose in children 
ating as 2.5 mg. per kilogram of body weight given orally in a 
© Te: Biicinele daily dose, and at this level few toxic manifestations were 
ding HiMbserved. This dosage was usually tolerated by adults, but in 
Ived Home patients evidence of bone marrow depression occurred. 
lear- At higher levels severe depression of all formed elements of the 
PSI. Himarrow was occasionally a serious hazard, but in some patients, 
1 I Both adults and children, 5 to 7 mg. per kilogram of body 
irom ight was tolerated without difficulty. With these doses mild 
S by MiMestrointestinal disturbances sometimes occurred. With doses 
hus, HMof 2.5 mg. per kilogram of body weight daily the antileukemic 
asis, fect of mercaptopurine generally did not become manifest until 
One BiMaiter three to eight weeks of continuous therapy, although occa- 
Css. Miisonally it acted more rapidly. Mercaptopurine had no practical 
n Of MiMalve in chronic lymphocytic leukemia, lymphosarcoma, Hodg- 
and Hain’ disease, or any of the metastatic carcinomas so far studied. 
¢ 8 Min 11 of 12 patients in the early stage of chronic myelocytic 
leukemia mercaptopurine was effective in producing satisfactory 
mmissions, with definite fall in white blood cell count, decrease 
it immature forms, rise in hemoglobin level, and a decrease in 
ihe size of the enlarged spleen and liver. A rapid relapse in 
about four weeks occurred when administration of the drug 
‘as discontinued. In a patient in whom therapy was continued 
or over four months the leukocyte count was restored to normal 
















nan) 


men 


cytic 

“ evels, and the patient has received no further therapy for 11 
tri Moths. Two of six patients in whom chronic myelocytic leu- 
even ‘mia had progressed to the terminal acute stage, with a high 
ree feentage of blasts in the marrow and peripheral blood and 
tgen with a drop in platelets and the hemoglobin level, showed a 
ons, MEE’ Tesponse to mercaptopurine, with temporary remissions 
lene 4sling one to three months, with a decrease in blast forms in 
s of marrow and peripheral blood, an increase in hemoglobin level 
was ME’ Platelets, and clinical improvement. Of 87 children with 
ants, tule leukemia, 41 had good clinical and hematological remis- 
mia feo", 16 had partial remissions, and 30 were therapeutic failures. 


long the SO adults with acute leukemia the results were not so 
ilsfactory, with 7 good clinical and hematological remissions, 
10 clinical but only partial hematological remissions, and 33 
ailures. The authors feel that in acute leukemias the anti- 
hetabolites (amethopterin and mercaptopurine) should be the 
Main reliance of the chemotherapist, with cortisone and corti- 
olropin (ACTH) being reserved for the emergency situations, 
men the disease has become resistant to the antimetabolites 









MEDICAL LITERATURE ABSTRACTS 393 


or when there is not sufficient time for the use of these slower- 
acting drugs. Mercaptopurine thus adds another type of anti- 
leukemic agent to the armamentarium of the clinician. 


Attempt to Prevent Meningeal Adhesions in Tuberculous Infiam- 
mations of the Pia Mater with Di-Argentic Sulfone. J. Grenier, 
J. Bavay, A. Roberti and G. Kahan-Lemaire. Presse méd. 
62:1406-1407 (Oct. 16) 1954 (In French) [Paris, France]. 


If an antibiotic with a particular capacity to pass the men- 
ingeal barrier were used in the treatment of tuberculous men- 
ingitis, thus preventing the formation of meningeal adhesions, 
a large number of therapeutic failures could be eliminated. 
Di-argentic sulfone (J 51), an agent that has yielded good results 
in the treatment of leprosy, was chosen to fill this role. Six 
cases are reported in which di-argentic sulfone was used con- 
comitantly with other antibiotics. The first three patients made 
excellent recoveries; the others are still under treatment and 
have made some progress. As to toxicity, no signs of it were 
seen, except for the fact that in two patients not reported on 
a moderate ieukopenia developed, with a 45% decrease in the 
number of granulocytes. Therapy was discontinued because of 
this. The mode of action of di-argentic sulfone is not clearly 
known; it could not be found in the body fluids, except in minute 
quantities in the urine 10 days after administration. This fact 
suggests a cellular route of action. Tentatively, then, it can be 
said that this agent is of value in the prevention and treatment 
of meningeal adhesions and that it can be safely used in con- 
junction with the antibiotics currently favored in the treatment 
of tuberculous meningitis. 


Experiments on Virulence of Mycobacterium Tuberculosis Re- 
sistant to Isoniazid. M. Anzalone, F. Malguzzi Valeri and A. 
Mulargia. Riv. pat. e clin. tuberc. 27:203-205 (July-Aug.) 1954 
(In Italian) [Bologna, Italy]. 


Nine guinea pigs were inoculated with a strain of tubercle 
bacilli that was recovered from a patient who had received isoni- 
azid and that was rendered resistant to 100 gamma of the drug 
per cubic centimeter through passage on culture medium in 
which the drug was present in this concentration. A second 
group of nine guinea pigs that served as controls was inoculated 
with a strain of bacilli sensitive to isoniazid that was isolated 
from a patient who had not received antibiotics or chemothera- 
peutics. The histological findings in these animals killed after 
60, 80, and 100 days indicated a pronounced attenuation of 
the virulence in the strain resistant to the drug with respect to 
that of the one sensitive to it. Another series of experiments 
with strains of bacilli resistant to concentrations of 1 and 10 
gamma of isoniazid per cubic centimeter confirmed the findings 
of the first study. The disease produced by the isoniazid-resistant 
strains was limited to the site of the inoculation and to the first 
nearby lymph nodes, whereas in the control animals inoculated 
with strains of bacilli sensitive to the drug the disease was much 
more pronounced in the lymph nodes and extended to the 
parenchyma. These findings, although the result of limited 
studies, are valuable, especially in view of the fact that an attenu- 
ation of bacterial virulence so marked was never found in ex- 
periments with tubercle bacilli resistant to streptomycin. 


Tetracycline in the Treatment of Certain Venereal Diseases. 
M. Marmell and A. Prigot. Antibiotics & Chemother. 4:1117- 
1121 (Oct.) 1954 [New York]. 


Tetracycline is an antibiotic that can be produced by the 
catalytic reduction of chlortetracycline. Tetracycline possesses 
antibacterial activity against various gram-negative and gram- 
positive organisms and is readily absorbed and widely dis- 
tributed throughout the body following oral administration. 
Marmell and Prigot present their experience with tetracycline 
in the treatment of acute anterior gonococcic urethritis (in the 
male), lymphogranuloma venereum, and chancroid. They 
treated 115 patients with gonorrhea, 5 with chancroid, and 
2 with lymphogranuloma venereum. Only 68 of the 115 
patients with gonorrhea returned for adequate follow-up ex- 
aminations; 50 of these had received 1.5 gm., and 18 had a 
total dosage of 1 gm. of tetracycline. There was only one failure 
among the 50 patients treated with 1.5 gm. of the antibiotic. 
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There were two failures in the group of 18 patients who were 
treated with 1 gm. of tetracycline. These patients responded 
favorably when retreated with 1.5 gm. of tetracycline. The 
chancroidal lesions of five patients healed in 10 to 21 days 
and those of lymphogranuloma venereum in two patients in 
10 and 11 days. No untoward reactions to tetracycline were 
reported by any of the patients, even when they were specifically 
questioned. 


Oxytetracycline in the Treatment of Pinworm Infestation. 
E. L. Kendig Jr. and G. G. Arnold. Antibiotics & Chemother. 
4:1111-1112 (Oct.) 1954 [New York]. 


While oxytetracycline has been shown to be an effective 
therapeutic agent in pinworm infestation (enterobiasis), the 
cost of the treatment as now accepted is relatively high, 
especially when an entiré family is being treated. This study 
was undertaken in an effort to determine the effectiveness of 
oxytetracycline when a lower dosage scale is employed. All 
children included in this series were treated as outpatients, and 
treatment was prescribed for the entire family. Cure was estab- 
lished by means of three negative cellulose tape smears taken 
at one, two, and three week intervals after cessation of therapy. 
Of 54 patients treated for one week with oxytetracycline in a 
dosage of 5 mg. per pound of body weight per day, 39 were 
cured, Another group of 16 children was treated with oxytetra- 
cycline in dosage of 10 mg. per pound of body weight per day 
for a three day period. Of these 16 only 4 were cured, that is, 
this three day treatment was essentially ineffective. Since the 
longer course of treatment is so distasteful to the parents, it is 
suggested that further attempts be made to evaluate the effec- 
tiveness of a three day course of therapy with oxytetracycline 
in a dosage of 15 mg. per pound of body weight per day. Three 
negative cellulose tape smears at one, two, and three weeks 
after treatment used in this study seems a good criterion for 
cure, since the life cycle of the pinworm may vary from 14 
days to two months. 


Thevetin in Treatment of Cardiac Insufficiency. L. Ambrosio 
and A. Mangieri. Riforma med. 68:818-823 (July 24) 1954 (In 
Italian) [Naples, Italy]. 


Thevetin, a cardiac glucoside from Thevetia neriifolia, was 
given orally and/or intravenously to 27 patients with heart 
disease and myocardial insufficiency of varying degree. The 
doses used varied according to the severity of the decompensa- 
tion. After the acute phase was overcome, a maintenance dose 
varying from a minimum of 20 to a maximum of 60 drops was 
given each day until a state of permanent compensation was 
secured. The drug was well tolerated, some patients receiving 
as much as 2 mg. of the drug daily without signs of toxicity 
or resistance. The only side-effect of this drug may be diarrhea, 
which disappears, however, in 48 hours if the treatment is 
discontinued. Most of the patients were benefited, and often 
after four days of treatment the heart rhythm slackened; 
dyspnea, cyanosis, and the sense of prostration were attenuated; 
and respiration was less difficult. The drug never produced 
arrhythmia. Diuresis was increased in the patients with edema, 
and this was due not only to the improved circulatory balance 
and the drug’s cardiotonic action but also to its direct stimula- 
tion on the renal tubules. The best results were obtained in 
patients in whom myocardial insufficiency was mild or slight, 
| regardless of the type of heart disease. Strophanthin was given 
intravenously to some of the patients with severe circulatory 
insufficiency in whom thevetin failed to give good results. But 
once a state of compensation’ was reached it was maintained 
with oral administration of thevetin. Because of its negative 
bathmotropic and dromotropic actions and its positive inotropic 
and tonotropic actions, this drug, like digitalis, is particularly 
indicated for patients in fibrillation. It may be used instead of 
digitalis for patients with mild decompensation who cannot be 
controlled periodically. Although it cannot be a substitute for 
either digitalis or strophanthin, it is just as effective as these 
in the treatment of mild or moderate decompensation and is 
sometimes preferred because it is very active and less toxic, 
especially if given orally. 


J.A.M.A., Jan. 22, 1955 


A New Antibiotics Tetracycline. F. Conti, A. Cassano G 
Miano and others. Riforma med. 68:869-883 (Aug. 7) 1954 (1, 
Italian) [Naples, Italy]. . 


The mode of absorption, diffusion, and excretion of tetra- 
cycline (Achromycin), the new antibiotic prepared by the 
catalytic hydrogenation of chlortetracycline (Aureomycin) or 
directly by the fermentation of some particular strains of 
organisms from the soil of Texas, was studied. This antibiotic 
which differs from chlortetracycline in the absence of pan 
chlorine atom and from oxytetracycline (Terramycin) in the 
absence of a hydroxyl group, has a broad spectrum of anti. 
bacterial activity. The studies were made on a group of persons 
with unimpaired renal function after the administration o 
single doses of 250, 500, and 750 mg. and on a group of 
patients who were receiving the drug in doses of 250 mg. every 
three, four, six, and eight hours or 500 mg. every six hours. 
The drug was absorbed quickly and it diffused with extreme 
facility in the various fluids of the body, reaching high con. 
centrations that lasted for a long time. Therapeutic blood levels 
were obtained with 250 mg. of the drug given every three hours, 
but the highest levels followed the administration of 500 mg. 
every six hours. This is the first antibiotic that trespasses the 
hematoencephalic barrier rather easily and diffuses rapidly 
into the cerebrospinal fluid. Because of this, it may become 
useful in the treatment of meningeal disease caused by bacteria 
sensitive to the drug. Because good concentrations of it were 
found also in the pleural and peritoneal fluids and in the bile, 
it may be used to treat inflammations of serous membranes 
and of the biliary system. It seems to be definitely indicated 
for the treatment of infections of the urinary system. In fact, 
it is excreted in high concentrations and has a marked action 
on the bacteria responsible for the acute and chronic infections 
that affect the urinary system. Whether it is administered orally 
or intravenously, even if in large doses and over a long period 
of time, tetracycline is tolerated well. Intravenous administra- 
tion is indicated for patients in whom the clinical syndrome is 
severe and in whom efficient and immediate antibiotic treat- 
ment is necessary or for those in whom oral administration is 
contraindicated because of their gastrointestinal or psychic 
condition. 


Incidence of Intestinal Side-Effects with Tetracycline. G. E. 
Gates. J. Indiana M. A. 47:1101 (Oct.) 1954 [Indianapolis]. 


Gates records the results of treatment with tetracycline of a 
miscellaneous group of acute infections. Tetracycline is similar 
to chlortetracycline except for the absence of one chlorine 
atom. Animal and human studies have shown it to have about 
the same range of effectiveness as chlortetracycline and oxytetra- 
cycline. The 100 patients were all treated in the office or at 
home. They included five patients with amebiasis, which was 
endemic in a local factory at that time. These patients, plus one 
patient with acute brucellosis, responded well to this treal- 
ment, without any relapses. Diarrhea developed in only one 
of the 100 patients treated with tetracycline; it was moderate 
and lasted only a few days. However, eight other patients noted 
slight looseness of the stools, with one to three stools per day, 
during treatment, but this promptly ceased at the end of therapy. 
Two of these had a second course of tetracycline, for a differen! 
illness, without any looseness of stools, and it is presumed that 
the looseness of the stools was caused by the illness rather than 
the treatment. None of these patients required large doses. Two 
patients also reported slight nausea. One of these was in the 
group who also reported slight alteration of his bowel habits. 
One patient reported slight anal pruritus of short duration. No 
other ill-effects of the drug were noted. 


S-Ethyl-L-Cysteine, a Member of a New Group of Antituber- 
culous Compounds. M. Solotorovsky, S. Winsten, E. [ronson 
and others. Am. Rev. Tuberc. 70:806-811 (Nov.) 1954 [NeW 
York]. 


S-Ethyl-L-cysteine, a white, crystalline, water-soluble sub- 
stance that is free of the offensive odor characteristic ° 
thioethyl compounds was tested as a component of diet in mice 
in which the human type of Mycobacterium tuberculosis w4 
used as the infecting organism. S-Ethyl-L-cysteine proved to 
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he more active than p-aminosalicylic acid and pyrazinamide 
but less active than streptomycin or isoniazid. It showed a 
low degree of activity when administered subcutaneously. 
s-Fthyl-L-cysteine did not show in vitro activity against strains 
of human, bovine, and avian type in concentrations as high 
as 100 ¥ per cubic centimeter in either the presence or the 
absence of serum, and, therefore, the rate at which resistance of 
the tubercle bacillus develops toward this and related compounds 
can be determined only by therapeutic trial. 


Streptomycin Reactions: Their Characteristic Features, Inci- 
dence, Etiology and Means of Prevention. H. R. C. Riches. 
Brit. J. Tuberc. 48:298-307 (Oct.) 1954 [London, England]. 


Of 150 patients between the ages of 16 and 56 years with 
pulmonary tuberculosis treated with streptomycin, 55 (36%) 
complained of toxic symptoms within a few hours after an 
intramuscular injection of the drug. The various unpleasant 
ymptoms complained of were circumoral paresthesia, lassitude, 
“muzziness in the head,” vertigo, atoxia, headaches, and diffi- 
culty in visual accommodation. Eight of 19 patients with severe 
reactions stated that their symptoms were made worse by 
exercise and relieved by rest. The effect of exercise on the rate 
of absorption of streptomycin, therefore, was investigated in 
25 patients who were given intramuscular injections of strepto- 
mycin twice or three times weekly. With the patient in bed, 
blood samples were taken immediately before and half an 
hour, one and a half hours, and three hours after an intra- 
muscular injection of streptomycin sulfate G. 1 into the buttock. 
The same procedure was repeated on the following day, but on 
this occasion the patient was ambulant and took walking exer- 
cises in the grounds of the sanatorium. In addition to the 
estimation of the rate of absorption of streptomycin, the rate 
of excretion in the urine with the patient at rest and during 
activity also was determined. There was a significant increase 
inthe rate of absorption of the drug during activity. The levels 
of streptomycin in the blood of 21 of the 25 patients in whom 
determinations were made were observed to be highest during 
activity. A mean difference of 50% was observed between the 
blood streptomycin levels at half an hour with the patient rest- 
ing and ambulant. In five patients with moderate or severe 
reactions to streptomycin, which were abrupt in onset, it was 
possible to relate the time of onset of their reactions to the 
level of streptomycin in the blood. The rate of excretion of 
streptomycin in the urine was not significantly changed during 
activity. It may be concluded, therefore, that the difference in 
the blood levels of streptomycin during rest and activity are 
caused solely by a difference in the speed of absorption of the 
drug from the site of injection. In 7 of 10 patients who had 
moderate or severe reactions to streptomycin, complete relief 
was obtained when streptomycin was given at night, shortly 
after retiring. It is suggested that this regimen is an effective 
method of prophylaxis and should be adopted for patients 
with severe reactions to streptomycin. 


Effect of Antibiotic Therapy on Mucoviscidosis: A Bacterio- 
logic Study. M. R. H. Stoppelman and H. Schwachman. New 
England J. Med. 251:759-763 (Nov. 4) 1954 [Boston]. 


_ The aerobic flora of the nasopharynx and stools was studied 
in 140 patients with mucoviscidosis who had received antibiotic 
therapy continuously for periods of as long as six years. The 
Patients ranged in age from six months to 14 years. The pre- 
dominance rather than the frequency of pyogenic micrococci 
(staphylococci) was compared, since the former may eventually 
provide a better indication of the micro-organism involved in 
the inflammatory process of the lower respiratory tract. The 
Predominance of micrococci in patients treated with antibiotics 
ranged from 9 to 55% and the frequency from 39 to 74%; this 
difference may be important, since previous experience has 
shown that in the absence of antibiotic therapy the causal agent 
of pulmonary inflammation in patients with mucoviscidosis was 
always Micrococcus (Staphylococcus) pyogenes var. aureus. 
he Percentage of predominance of micrococci was lower in 
Patients treated with chlortetracycline than in those treated 
with oxytetracycline. Consideration of these differences in 
Predominance of pyogenic M. pyogenes var. aureus and in the 
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frequency of Pseudomonas and Proteus in the patients treated 
with chlortetracycline and oxytetracycline suggests that chlor- 
tetracycline is the better therapeutic agent from the bacterio- 
logical point of view. However, no difference in clinical re- 
sponse to the two agents was noted. Of the strains of micro- 
cocci isolated from the nasopharyngeal swabs of patients treated 
with one of the two agents mentioned, either alone or in com- 
bination with other antibiotics or sulfonamide, 85 to 94% were 
resistant to these antibiotics. Eighty-five to 91% of the aerobic 
flora of the nasopharynx was resistant to chlortetracycline and 
oxytetracycline in these groups. The results of this study con- 
firm the previous conclusion that, despite the appearance of 
antibiotic resistance in the nasopharyngeal flora of these patients, 
satisfactory clinical response may still be obtained. 


Susceptibility of Recently Isolated Strains of Hemophilus In- 
fluenzae to Eleven Antibiotics in Vitro. B. Del Love and M. 
Finland. J. Pediat. 45:531-537 (Nov.) 1954 [St. Louis]. 


Strains of Hemophilus influenzae isolated between Novem- 
ber, 1953, and June, 1954, were tested for susceptibility to 11 
antibiotics in vitro. The antibiotics used were potassium peni- 
cillin and streptomycin sulfate obtained commercially, chlor- 
tetracycline (Aureomycin), tetracycline (Achromycin), oxytetra- 
cycline (Terramycin), carbomycin (Magnamycin), chloram- 
phenicol (Chloromycetin), polymyxin B sulfate (Aerosporin), 
erythromycin (Iliotycin), bacitracin, and neomycin sulfate. On 
a weight basis, penicillin was the most active and chloram- 
phenicol ranked next. Streptomycin, polymyxin B, the three 
tetracycline analogues, erythromycin, and neomycin were all 
nearly equal in their activity and only slightly less active than 
chloramphenicol. Chlortetracycline was slightly less active in 
vitro than oxytetracycline or tetracycline, but this was con- 
sidered to be due to the instability of chlortetracycline under 
the conditions of the test. Carbomycin was considerably less 
active than any of the others except bacitracin, which was 
essentially inactive. These results were, on the whole, similar 
to those obtained with some of the same antibiotics in previous 
years; however, a smaller proportion of the recent strains were 
susceptible to the lower concentrations of each of the anti- 
biotics except penicillin. Strains highly resistant to any of the 
antibiotics except bacitracin were not observed. Although the 
differences noted are probably not significant, the possibility 
must be considered that these findings indicate a gradual elim- 
ination of strains of H. influenzae that are most sensitive to 
some of the antibiotics, other than penicillin, that have been 
widely used. 


Erythromycin in Treatment of Brucellosis in Man. A. Cassano, 
G. Miano, R. Barletta and M. Mazzeo. Riforma med. 68:953- 
956 (Aug. 28) 1954 (In Italian) [Naples, Italy). 


Erythromycin was used to treat eight patients with brucel- 
losis caused by either Brucella abortus or Brucella melitensis. 
The antibiotic was given in doses of 300 mg. every three hours 
at the beginning of the therapy and every six hours in the later 
period. The drug was tolerated well even by the patients who 
received large total doses (76.8 gm.). The mild gastric dis- 
turbances that were observed in two patients were checked by 
administering the antibiotic closer to meal time or in combina- 
tion with alkalies. The immediate results of the therapy were 
good; temperature returned to normal in from three to four 
days; the general condition and the blood picture improved; 
the sedimentation rate returned to normal, and so did the 
protein picture in the instances in which it was altered. The 
blood cultures became negative. The late results were less 
good; there was a relapse in five patients. A definitive recovery 
was secured in these patients with administration of erythromy- 
cin followed by intravenous administration of specific vaccine. 
Because of the number of relapses in these patients, the authors 
feel that erythromycin is not superior to other antibiotics in 
the treatment of brucellosis, although it may be useful if com- 
bined with intravenous specific therapy. In view of its marked 
in vitro activity against Brucella it may be especially indicated 
when phenomena of intolerance necessitate the discontinuance 
of other antibiotics in the treatment of brucellosis. 
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Comparison of the Effect of Streptomycin plus p-Aminosalicylic 
Acid and Streptomycin plus Isoniazid on Tuberculous Lesions 
of the Kidneys. J. C. Dick. Lancet 2:516-522 (Sept. 11) 1954 
{London, England]. 


In some stages of renal tuberculosis both chemotherapy and 
surgery are required for treatment. During the last three years, 
specimens were obtained from patients in a trial of chemo- 
therapeutics in genitourinary tuberculosis at a Glasgow hos- 
pital. These patients had received combined chemotherapy in 
the standard dosages up to periods of six months. The histo- 
logical appearances of lesions in 25 surgical specimens from 
patients treated with streptomycin, 1 gm. daily, plus p-amino- 
salicylic acid, 20 gm. daily, are compared with those in 25 
specimens from patients treated with streptomycin, 1 gm. daily, 
plus isoniazid, 200 mg. daily. Forty-six specimens from patients 
without specific drug treatment were used as controls. After 
treatment with streptomycin plus p-aminosalicylic acid, acute 
lesions were checked, and there was a small amount of resolu- 
tion and a marked amount of regression. These changes were 
similar to the regressive changes found in the control cases. 
After treatment with streptomycin plus isoniazid, acute lesions 
all underwent complete resolution, while chronic lesions showed 
modified resolution. Resolution was modified in the chronic 
lesions by dense fibrosis and caseation or by low-grade sec- 
ondary pyogenic infection. The difference in the changes was 
attributed to a more fundamental antituberculous action of 
isoniazid by which epithelioid cells revert to macrophages, 
fibrosis does not develop, and the body is able to repair a 
lesion more completely, with greater absorption of necrotic 
tissue, increased vascularity, and more epithelial regeneration. 
In spite of the great success now obtainable in tuberculosis 
with chemotherapy, careful evaluation of many factors is still 
required to achieve the best results. 


Living Mesenteric Terminal Arterioles Before and Immediately 
After Embolization: Measurement and Comparison of Internal 
Diameters: A Contribution to the Biophysics of Disease. E. A. 
Saunders and M. H. Knisely. A.M.A. Arch. Path. 58:309- 
344 (Oct.) 1954 [Chicago]. 


Intravascular agglutination of the circulating blood or sludged 
blood is a part of the pathological physiology of a number of 
diseases and pathological states of animals and of man. The 
masses of agglutinated blood cells making up a sludge may be 
divided into basic masses and charge aggregates. The basic 
masses are those that do not break up into smaller parts as 
they are forced into, or through, tapering terminal arterioles 
and capillaries. A basic mass that is sufficiently large and rigid 
to embolize a terminal arteriole, forcibly bulges that vessel 
before it plugs, impacts, or embolizes the vessel. Hence, the 
firmly embolized vessel has a somewhat greater internal 
diameter immediately after embolization and impaction than 
it had before. The actual dimensions of masses that are just 
too large to pass through terminal arterioles of any species 
have not been known. To determine the maximal size that the 
narrowest part of the terminal arteriole bottlenecks can attain 
before or as each becomes plugged with one or more masses 
of sludge, measurements were made in the mesenteries of frogs, 
hamsters, mice, rats, rabbits, cats, and dogs with the aid of a 
new type of ocular micrometer that can be attached to the 
microscope and permits measurements to be made of living 
blood vessels. It was found that the average internal diameter 
of plugged mesenteric vessels was for frogs 20 u, for hamsters 
9 uw, for mice 9 uw, for rats 8 uw, for rabbits 8 u, for cats 11 
and for dogs 10 u. The cross section areas of these mesenteric 
vessels before plugging were calculated, and the cross section 
areas after these vessels were forcibly bulged as they became 
impacted with small emboli were also calculated. The ratios 
of the cross section areas of the plugged bottlenecks to the 
cross section areas of the patent bottlenecks were for frogs 
1.6 w. Similarly, for hamsters, mice, rats, rabbits, cats, and 
dogs, the mesenteric arterioles became solidly impacted when 
the terminal arterioles had a cross section area but two times 
the areas that they had had in the relaxed state. These measure- 
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ments and calculations were all derived from studies of 
mesenteric vessels. There is no reason to assume that the 
diameters and degrees of distensibility of terminal arterioles 
are the same in every organ of a single animal or species. It is 
now possible to study living transilluminated portions of . 
series of other tissues and organs such as bone marrow, centra| 
and peripheral nervous system, heart, pituitary, kidney, liver 
lung, ovary, pancreas, spleen, striated muscles, adrenal! gland. 
thyroid gland, uterus, and vasa vasorum. The diameters of 
terminal arterioles in each of these ought to be determined 
both while the vessels are relaxed and as they become impacted. 
At present, the conclusion seems inescapable that these 
arteriole bottlenecks set one finite physical limit on the |ife 
of each person, and of each vertebrate species. 


The Occurrence of Erythrocytic Inclusions in Polyglobulisms, 
H. G. Noller. Klin. Wchnschr. 32:807-809 (Sept. 1) 1954 ({p 
German) [Berlin, Germany]. 


In the course of studying natural blood specimens with the 
aid of the phase-difference microscope it was found that the 
blood of a patient with typical polycythemia vera contained 
a considerable number of erythrocytes with inclusions that 
morphologically did not correspond to any of the other well- 
known inner structures of erythrocytes. In about 3% of the 
erythrocytes of this patient, boat-shaped formations from 2.5 
to 5 » in length were discovered. Under the phase-difference 
microscope they appeared light, their demarcation from the eryth- 
rocytic stroma being quite abrupt, and there were practically 
no refractive edges. The motility of the inclusions within the 
erythrocytes spoke against any solid connection with the eryth- 
rocytic wall. The inclusions could be stained neither with the 
customary plasma stains nor with nuclear stains. The author 
studied the blood of 11 patients with clinically established poly- 
cythemia vera under the phase-difference microscope and found 
that all these patients had these erythrocytic inclusions. The 
number of erythrocytes containing these inclusions ranged 
from 90 to 10 per thousand, but in eight of the patients it was 
in excess of 15 per thousand. A search for these types of inclu- 
sions was made in normal persons and in about 100 patients 
with various internal disorders. The erythrocytic inclusions were 
found in about 5% of these persons, but never in such num- 
bers as in polycythemia. In all persons without polycythemia 
in whom inclusions were found they were present in less than 
10 per thousand of the examined erythrocytes. Later the inclu- 
sions were searched for in the blood of persons with polyglob- 
ulisms other than polycythemia vera. Inclusions were detected 
in the erythrocytes of some patients with polyglobulism due to 
heart disease, and also in newborn, particularly premature, in- 
fants with blood counts indicating polyglobulism. Altitude poly- 
globulism was induced in rats and mice by placing them ina 
low pressure chamber with an oxygen saturation corresponding 
to an altitude of 6,000 m. (about 20,000 ft.). The erythrocytic 
inclusions could be found in one of the two rats but not in the 
mice. This also seems to indicate that the erythrocytic inclu- 
sions are typical of polyglobulism. It was impossible to clarify 
the nature and origin of these inclusions either by methods of 
staining or by studies with the electron microscope. 


Anatomic Study of Tuberculous Lesions Treated by Antibiotics. 
J. Delarue, J. Paillas,s G. Gouygou and others. Rev. tuber. 
18:481-507 (No. 6) 1954 (In French) [Paris, France]. 


Correct appreciation of the specific effect of antituberculous 
drugs on tuberculous lesions must be based on a clear under- 
standing of the substratum of tuberculosis and its anatomic 
development when untreated. The first evidence of tuberculous 
injury is a nonspecific exudative lesion, which may develop 
without caseation into a fibrous tubercle. Caseation, on the 
other hand, may take place before tubercle formation begins, 
when it does, the tubercles later appear around the caseou’ 
process and are in turn encircled by a ring of sclerous connec 
tive tissue. Liquefaction of the necrotic material may occur @! 
any stage, and results, after evacuation of the caseous mailet, 
in cavitation. Fresh tuberculous lesions may thus appear @s 00" 
specific alveolitis, as exudative caseous necrosis, or as exuda- 
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i. e., those in which the necrotic or liquefied areas 
are not yet delimited by tubercles or by sclerosis; older lesions 
will take the form of noncaseous tubercles, caseous necrosis, 
or cavities surrounded by tubercles or fibrous tissue. Specimens 
from patients with miliary tuberculosis, meningeal tuberculosis, 
tuberculosis of the joints, pulmonary tuberculosis, and renal 
tuberculosis collected over a period of years have been closely 
scrutinized to determine what changes, if any, were produced 
in the characteristic lesions by the administration of antituber- 
culous drugs, usually streptomycin, p-aminosalicylic acid, and 
sonicotinic acid hydrazide. Tuberculosis of the joints provided 
ihe material of choice for this study, because with the aid of 
wecessive biopsies the appearance of the lesions before treat- 
ment could be compared with their appearance during and after 
; Fxudative phenomena disappeared under the influence of the 
medicaments, and marked changes, especially lymphocytic pro- 
jieration, were seen in the tubercles. The lesions found in 
niliary tuberculosis treated with streptomycin were all in a 
fbrous state; not a single exudative focus was seen. The exuda- 
ive lesions usually found at autopsy in patients with tubercu- 
ous meningitis were replaced by caseous foci and tubercles, 
which were never seen in such cases before the advent of anti- 
uberculous drugs. Renal and pulmonary lesions were less easy 
io study because of the polymorphism resulting from the suc- 
cessive exacerbations characteristic of tuberculosis localized in 
the lungs and kidneys. The effect of therapy on the kidneys 
appeared chiefly in sclerosis of the cortex and in modification 
of some of the tubercles. Pulmonary lesions were sometimes 
aactly similar to those found in patients who had not been 
treated: on the whole, however, a higher proportion of fibrous 
forms, changes in the tubercles, and complete or partial epithe- 
lization of certain cavities were found in the lungs removed 
at operation after antituberculous therapy. Antituberculous 
drugs act through the tissues and not directly on the tubercle 
bacillus; consequently, the effect of the treatment depends on the 
reaction of the tissues and also on individual factors that vary 
from patient to patient, rendering some more responsive than 
others. The changes produced in the lesions, however, can 
scarcely be considered specific. 


tive cavities, 


RADIOLOGY 


Arteriophlebography and Serial Aortography in Thrombo- 
arteritis of the Limbs: Therapeutic Deductions. M. Mouquin, 
H. Reboul, P. Laubry and L. Vergoz. Arch. mal. coeur 47: 
105-727 (Sept.) 1954 [Paris, France]. 


The use of a specially designed injection apparatus pro- 
viding automatic control of intra-arterial pressure virtually 
tliminates the dangers connected with arteriography in patients 
with thromboarteritis and enables the operator to trace the 
passage of the contrast medium along the arteries and through 
the tissues until it first becomes visible in radiographically 
discernible veins. This method, which should be called arterio- 
phlebography rather than serial arteriography, shows the speed 
with which the contrast medium travels and so furnishes useful 
information concerning possible strictures in arteries deformed 
by senile arteritis or in fine arterioles beyond the point at 
which they become invisible in even the best arteriographs. 
The serialograph, which is 1.2 by 0.4 m. in size, is designed to 
permit the taking of three successive films from the end of 
the thoracic aorta to the distal end of the lower limbs or six 
films covering the whole length of one limb. It is provided 
with two tubes, one centered over the lower half of the 
trunk and one over the lower limbs, so that both of these 
territories may be radiographed during and after a single 
intra-aortic injection of the contrast medium. A solution of 
110 gm. of Tenebryl 411 (sodium salt of diiodomethane sulfonic 
acid) dissolved in 100 cc. of water at 15 C, with 2% procaine 
(Novocaine) hydrochloride, is more opaque than any of the 
other mediums now recommended and has been used success- 
fully by the authors since 1946. Arteriophlebography is con- 
raindicated in patients with severe cardiac, pulmonary, renal, 
“ hepatic deficiency. Patients in whom it is not contraindicated, 
OWever, may be benefited by the procedure, which is often 
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followed by improvement in the functional and physical signs 
of arteritis. Intra-arterial injections of organic iodine com- 
pounds are now used regularly as a therapeutic measure by 
the authors, and revascularization has been secured in from 
80 to 85% of the patients so treated, although in each case 
amputation appeared to be indicated. The information ob- 
tained from arteriophlebography in cases resistant to intra- 
arterial injections, physiotherapy, and measures designed to 
correct the cause of the vascular disorder facilitates the choice 
of appropriate treatment, either amputation or a conservative 
procedure (deobstructive endarterectomy or an arterial graft 
if the vascular segment is necrosed throughout its thickness). 


Duodenal Obstruction Due to Annular Pancreas: With a 
Differential Diagnosis of Other Congenital Lesions Producing 
Duodenal Obstruction. J. W. Hope and J. F. Gibbons. Radiology 
63:473-490 (Oct.) 1954 [Syracuse, N. Y.]. 


Of 85 cases of duodenal obstruction caused by annular 
pancreas that were collected from the literature up to 1953, 
surgical intervention was carried out in 48. Of the 48 
patients operated on 21 were infants. Additional eight cases 
of annular pancreas were observed by the authors, seven of 
them between July, 1951, and July, 1953. Seven of these 
eight cases occurred in infants between the ages of 5 days 
and 3 months and. one in a 54-year-old man. Six of the seven 
infants were operated on, and in one annular pancreas was 
an incidental finding at autopsy. An annular pancreas is a 
band of secreting pancreatic tissue arising from the head of 
the pancreas and passing around the second portion of the 
duodenum, although involvement of the third portion has 
also been reported. The authors’ eight cases demonstrated the 
variable degree of obstruction produced by this anomaly, 
varying from complete obstruction with underlying atresia of 
the duodenum to no obstruction at all. Because of the varying 
degrees of obstruction, there is no one roentgen sign to be de- 
pendent on. There are, however, signs that should make one suffi- 
ciently suspicious to offer a possible diagnosis. In two of the 
authors’ cases the plain films showed a dilated air-filled stomach 
and a dilated air-filled duodenal bulb; no air could be seen in 
the descending second portion of the duodenum, but at about 
the beginning of the third portion a few air bubbles were 
present. The term “double-bubble” was coined for this finding. 
It is true that a complete duodenal atresia may be shown 
in some cases of annular pancreas, but when the annulus has 
produced only a partial stenosis, some air will get by the 
obstruction. This is the authors’ meaning of the designation 
“double-bubble.” The conditions that may be considered in 
differential diagnosis are obstruction caused by duodenal bands, 
volvulus of the duodenum occurring with complete malrotation 
of the colon, duodenal atresia, a membrane across the lumen 
of the duodenum, and paraduodenal hernia. A short-circuit 
anastomosis, either a duodenoduodenostomy or a duodeno- 
jejunostomy, seems to be at present the treatment of choice. 
Simply cutting the anterior segment of the ring does not seem 
to be adequate to relieve the obstruction. Because all of the 
authors’ cases of annular pancreas were seen in less than three 
years, it is their belief that the anomally is not so rare as it is 
thought to be. 


Pulmonary Complications of ACTH and Cortisone: Roentgen 
Observations. J. A. Evans and I. Steinberg. Radiology 63:515- 
524 (Oct.) 1954 [Syracuse, N. Y.]. 


The roentgen observations are reported in five cases in which 
serious pulmonary disease complicated the course of the patients 
treated with corticotropin (ACTH) and cortisone for suspected 
lymphoma, disseminated lupus erythematosus, rheumatic card- 
itis, acute myelogenous leukemia, and rheumatoid arthritis 
respectively. The pulmonary complications were miliary and 
pulmonary tuberculosis, pulmonary congestion, pulmonary in- 
farction, and pneumonitis of unknown causation. Such compli- 
cations can easily be overlooked because of the masking of 
symptoms by the suppression of the inflammatory exudate and 
the feeling of euphoria that usually accompanies corticotropin 
or cortisone therapy. Three of the five patients had intensive 
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cortisone therapy; over 6 gm. of the drug was given in the 
course of one month to one of these patients, 6 gm. in two 
months to another, and 22.6 gm. in two months to the third. 
A fourth patient had been given a daily maintenance dose of 
25 mg. for six months before his admission to the hospital. 
It would appear that large doses of the drug or small doses 
maintained over long periods are predisposing factors in the 
production of pulmonary complications in patients treated 
with corticotropin and cortisone. The case of a patient with 
suspected mediastinal lymphoma, in whom pulmonary and 
miliary tuberculosis complicated the hormone therapy, em- 
phasized the necessity of taking a routine chest film before 
corticotropin and cortisone therapy is instituted to exclude 
the possibility of any latent or incipient tuberculous focus. The 
cases of two other patients showed that, even with this 
precaution, serious pulmonary complications may occur. The 
nature of the pulmonary disease in the fifth patient is still 
unknown; the authors feel that the roentgenologic changes in 
the lung of this patient represent a diffuse interstitial pneu- 
monitis resulting from a suppression and inhibition of the 
inflammatory and repair processes. More pulmonary compli- 
cations may be found in patients receiving corticotropin or 
cortisone if routine chest roentgenograms are made, particularly 
if large or prolonged doses are given. 


Translumbar Arteriography in Intrinsic Disease of the Abdomi- 
nal Aorta and Its Branches. B. Felson. Am. J. Roentgenol. 
72:597-608 (Oct.) 1954 [Springfield, Ill.]. 


The literature on translumbar arteriography offers convincing 
evidence that the abdominal aorta and its branches can be 
visualized consistently and with reasonable safety, often yield- 
ing important information obtainable in no other manner. This 
is supported by Felson’s personal experience with material culled 
from over 1,000 translumbar arteriograms. Even when other 
methods result in a correct diagnosis of the vascular condition, 
arteriography may afford additional information that is im- 
portant in its management. This is particularly true in the ex- 
panding field of arterial surgery, in which arteriography often 
guides the surgeon in his selection of cases, choice of methods, 
and planning of the operative procedure. Thus, translumbar 
arteriography proved to be of value in the diagnosis and treat- 
ment of thrombosis and aneurysm of the aorta and iliac arteries, 
arteriovenous fistula, and in renal infarction. It is seldom indi- 
cated in calcified aneurysm of the renal or spleaic artery, throm- 
botic occlusion of the main renal artery, saddle embolism of 
the aorta, and hypertension. In a few areas in which it was 
initially hoped that arteriography might be of great importance, 
notably in the diagnosis of the Goldblatt kidney, it has proved 
disappointing. 


Cancer of the Thyroid and Radiotherapy. B..W. Windeyer. 
Brit. J. Radiol. 27:537-552 (Oct.) 1954 [London, England]. 


This report is concerned with observations on 157 patients 
with cancer of the thyroid who were referred for radiotherapy 
to two British hospitals during the years 1936 and 1953. They 
represent all the patients who were referred for radiotherapy 
in these years but do not include those patients with thyroid 
cancer who were treated by surgical removal alone and pre- 
sumably had disease in a less advanced stage. There were, in 
addition, eight patients who had metastases in the thyroid gland 
from primary lesions elsewhere. The histological classification 
was available in 118 of the patients, of whom 32 had papillary 
adenocarcinoma, 26 had alveolar adenocarcinoma, and 57 had 
undifferentiated carcinoma; 2 had Hurthle cell carcinoma, and 
one had fibrosarcoma. The patients with papillary adenocar- 
cinoma were in the youngest age group, those with alveolar 
carcinoma were in an intermediate position as regards age, and 
those with undifferentiated carcinoma were the oldest. The 
author lists the following points as the most important that 
emerged from the study of these patients: 1. Radiotherapy 
has an important place in the treatment of carcinoma of the 
thyroid when complete surgical excision cannot be carried out. 
2. Papillary adenocarcinoma will respond and in some cases 
clinical disappearance can be obtained by external irradiation, 
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but high dosage is required. The slow evolution and loca] Nature 
of papillary adenocarcinoma until a late stage makes Surgical 
removal desirable whenever possible. External irradiation should 
be used whenever macroscopic disease is left behind. 3. Alveolar 
adenocarcinoma does not regress completely after external 
irradiation, even with high dosage, except for some of the less 
well-differentiated forms. External irradiation is useful jn alve. 
olar adenocarcinoma as a palliative measure and may render 
metastases quiescent for some years. 4. Undifferentiated am. 
cinoma responds to external irradiation in about 50% of cases 
Five-year survivals can be obtained in patients in whom gen- 
eralized metastases have not developed. 5. Radioactive iodine 
is of particular value in well-differentiated alveolar adenocay. 
cinoma after destruction of normal thyroid function. This js 
probably the best method of irradiation for any case of thyroid 
cancer if adequate uptake can be induced. é 


Physical and Radiobiological Basis of Cobalt Therapy as Com. 
pared to Roentgen and Radium Therapy. P. Del Buono. 
Riforma med. 68:897-899 (Aug. 14) 1954 (In Italian) [Naples, 
Italy]. 


Of all the artificial radioactive elements used therapeutically 
cobalt 60 is the most likely to replace radium and roentgen 
because of its beta and gamma radiations. This element can 
be prepared quickly in any amount and at a moderate cost 
(much more so than radium) from the stable isotope Co, 
The feature that makes it especially useful is its emission of 
gamma rays that are almost equal in hardness to the gamma 
rays of radium, which is, however, much more expensive. It is 
also more useful from a purely scientific standpoint. The 
gamma rays emitted by radium can be considered heterogeneous, 
whereas those emitted by cobalt 60 are considered practically 
homogeneous, corresponding to 11-13 mev. The absence of 
long wave length in cobalt therapy insures against radio- 
dermatitis resulting from overdosage. Because roentgen therapy 
is less effective than radium therapy, cobalt 60 is superior to it 
also. A negative feature of cobalt 60 is its short life (5.3 years), 
but this inconvenience is compensated by the fact that there 
are no expenses in the upkeep and other practical and scientific 
requirements. In addition, unlike radium, which is harmful 
when a great quantity of it is absorbed by the organism and 
deposited in the bones, cobalt 60 is eliminated easily through 
the urine and does not become fixed to any part of the organism. 
It is hoped that this new radioactive element will increase the 
possibilities of recovery from neoplastic disease, especially for 
patients who need large doses of penetrating rays because 4 
high degree of radioresistance is present in them. 


Manifestations of Hodgkin’s Disease of the Gastrointestinal 
Tract. U. V. Portmann, E. F. Dunne and J. B. Hazard. Am. J. 
Roentgenol. 72:772-787 (Nov.) 1954 [Springfield, IIl.]. 


Usually the first signs of Hodgkin’s disease are enlargement of 
superficial or intrathoracic lymph nodes, but occasionally the 
first manifestations of the disease will be referable to the 
gastrointestinal tract. During the last 10 years (1942-1952), 
when a diagnosis of Hodgkin’s disease was confirmed in 217 
patients seen at the Cleveland Clinic, the first and only mani- 
festations on admission were referable to the stomach in six 
cases, the jejunum in 1, and the ileocecal region in 1. The 
stomach is the most frequent site of involvement by isolated 
gastrointestinal lesions of Hodgkin’s disease. In addition to the 
six cases of Hodgkin’s disease of the stomach observed at the 
Cleveland Clinic in the past decade, the authors found reports 00 
45 additional cases. The epigastric pain simulated that due (0 
peptic ulcer, sometimes even to the extent of being relieved 
by food or alkali. Sooner or later it became constant and 
severe, although a number of patients experienced only vag’ 
distress. Weight loss was usually a prominent feature. Gastric 
carcinoma was therefore a frequent clinical diagnosis. Prac 
tically all patients in whom definitive treatment was attempted 
have undergone surgical resection, because the lesions usually 
were considered to be carcinoma until histopathological exam 
ination established the diagnosis of Hodgkin’s disease. Lengthy 





sul 
cas 
lye 
ing 


dis 








nature 
Urgical 
should 
lveolar 
xternal 
he less 
1 alve- 
render 
d car- 
Cases, 
n gen- 
iodine 
nocar- 
his 1s 
hyroid 


Com- 
suono, 
laples, 


tically 
ntgen 
it can 
- «COST 
Co», 
on of 
amma 
. It is 

The 
1e0Us, 
‘ically 
ce of 
radio- 
erap) 
* to it 
ears), 
there 
ntific 
rmful 
1 and 
rough 
nism. 
e the 
y for 
use a 


stinal 
m. J. 


nt of 
j the 
. the 
952), 
217 
nani- 
1 Six 
The 
lated 
) the 
t the 
is On 
le 10 
eved 
and 
ague 
stric 
rac- 
pted 
sally 
am- 
gthy 





Vol. 157, No- 4 





periods can be achieved by resection in favorable 


a or without radiation’ therapy, even when limited 
lymph node metastasis is demonstrated. Infiltration and thicken- 
; gastric wall was the most frequent type of lesion. 
The authors also comment on the localization of Hodgkin's 


disease in the esophagus, the small intestine, and the colon. 


ing of the 


ANESTHESIA 


Anesthesia and Allergy. J. Adriani. Ann. Allergy 12:549-554 
ept.-Oct.) 1954 [St. Paul]. 


Three classes of patients are considered in dealing with the 
problem allergy and anesthesia: (1) the truly allergic patient, 
whose symptoms are difficult to control; (2) the allergic patient, 
who is easily controlled and is free from symptoms; and (3) 
the allegedly allergic patient. The first group includes patients 
with hay fever, asthma, or cutaneous lesions caused by allergens. 
Adequate ventilation may be difficult to maintain in asthmatics 
and patients with hay fever, because secretions and spasms cause 
obstruction. Patients in the second group have histories of allergy 
to foods, pollens, drugs, and other substances. They are symp- 
tomless and it is seldom necessary to alter techniques or selec- 
tion of drugs in these cases; only when a history of untoward 
responses to drugs exists, the possibility of allergy to anesthetic 
drugs must be considered. Patients in the third group, the al- 
legedly allergic patients, are of least concern. Everyone who 
wheezes does not have asthma, and everyone who sneezes does 
not have hay fever. Too often when symptoms puzzle a practi- 
tioner and a diagnosis cannot be made the difficulty is ascribed to 
allergy. Allergy to inhalation anesthetics is uncommon. Allergy 
to nonvolatile drugs used for general anesthesia or drugs used as 
adjuncts to anesthesia is rare but has been recorded. Most drug 
reactions are encountered with local anesthetics. Yet the ma- 
jority of reactions ascribed to allergy are due to intolerance, 
idiosyncrasy, or, most often, overdosage. After injection a local 
anesthetic drug passes into the blood stream. When the blood 
level exceeds a certain threshold a train of symptoms appears 
that is referred to as a “reaction.” Reactions are of two types, 
those due to stimulation of the central nervous system and those 
depressing the vascular system. Excitement, tachycardia, nausea, 
vomiting, and convulsions are manifestations of stimulation. 
Larger doses depress the*nervous system and cause paralysis and 
a coma-like state. The vascular type of reaction is caused by 
depression of the myocardium or widespread vasodilatation or 
both. When vasodilatation and myocardial depression occur 
simultaneously, severe circulatory collapse results. Uninformed 
persons blame reactions due to overdosage on allergy. Allergic 
manifestations of the antigen-antibody type occur after repeated 
exposure to local anesthetic drugs. Physicians and dentists are 
subject to this type of reaction. Eczema of the hands, urticaria, 
edema of the eyelids, sneezing, and other manifestations of 
allergy appear on contact. The anaphylactic type of reaction, 
characterized by sudden syncope after the injection of minute 
amounts of a local anesthetic drug, have been reported but occur 
$0 rarely that one scarcely gives them any thought in everyday 
practice. Undue reliance is placed on skin tests for determining 
sensitivity to a local anesthetic drug. A negative response is 
usually obtained and gives the clinician a false sense of security. 
Intolerance may be detected with the intranasal test. A baseline 
of pulse and blood pressure is established. Then one drop of 
the solution to be used is instilled into the nostril and the blood 
pressure observed for several minutes. Two drops are then in- 
stilled, then 4 drops, 8, 16, and so on until 1 cc. of the solution 
has been used. No notable change indicates the patient is tolerant 
to the drug. 


Contro!'ed Hypotension: Method for Reduction of Bleeding in 
Field of Operation: Review. W. Dam and L. Salmonsen. 
Ugeskr. leger 116:1347-1352 (Sept. 23) 1954 (In Danish) 
(Copenhagen, Denmark]. 


So many and such grave complications after controlled hypo- 
'ension have been reported that the method should be applied 
only in cases in which bleeding can make the operation difficult 
or impossible or can compromise the operative result. It should 
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not be used if a satisfactory result can be attained with less 
risk, as, for example, by infiltration with epinephrine or use 
of Esmarch’s bandage. The seat of the operation must be ele- 
vated to use the postural ischemia. The most important indica- 
tions for controlled hypotension are (1) in cancer surgery when 
extensive lymph node resections are to be performed; (2) in 
neurosurgery, in operations in regions difficult of access, espe- 
cially in operations for cerebral aneurysm; (3) in certain interven- 
tions in plastic surgery in which epinephrine infiltration will 
cause disfiguration of the region; and (4) in operations on pa- 
tients with rare blood types, in which experience shows that the 
intervention causes greater bleeding. The most important relative 
contraindications for controlled hypotension are arteriosclerosis 
and cardiac and renal disease. If there is strong indication for 
the method in such cases, the blood pressure must not be allowed 
to fall to really low values, i. e., around 60 mm. Hg. Con- 
trolled hypotension affords anesthesia a new weapon that can 
considerably lighten the surgeon's work by reducing the bleed- 
ing in the operative field, but, because of the marked risk attached 
to the procedure and the demanding technique called for, it 
can be applied only by competent anesthetists in close coopera- 
tion with the surgeon. 


The “Lytic Cocktail”: Observations on Surgical Patients. R. 
Shackman, F. G. Wood-Smith, I. G. Graber and others. Lancet 
2:617-620 (Sept. 25) 1954 [London, England]. 


The “lytic cocktail,” a combination of meperidine (Pethidine), 
promethazine, and chlorpromazine (10|y-dimethylaminopropy|- 
2-chlorophenothiazine hydrochloride), is said to have a specific 
action on the thermoregulatory mechanism and the autonomic 
nervous system in man; a fall of body temperature and oxygen 
uptake is said to follow its administration. In view of the ad- 
vantages claimed for this combination of drugs, it was decided 
to administer the lytic cocktail to a group of patients about to 
undergo major urologic operations. The patients were given 50 
mg. of promethazine orally on the previous evening and meperi- 
dine (Pethidine), 100 mg., with promethazine, 50 mg., intra- 
muscularly two to three hours before operation. At the peak 
of the deep sedation that followed this premedication, a cardiac 
catheter was passed into the right auricle of the heart under 
fluoroscopic control and with continuous electrocardiographic 
monitoring. Oxygen uptake was measured on a spirometer, and 
mixed venous blood samples were withdrawn from the cardiac 
catheter for determinations of oxygen content. The oxygen con- 
tent of arterial blood was determined. Peripheral pulse volumes 
were measured by a digital plethysmograph, and blood pres- 
sures and body temperatures were also ascertained. After the 
primary data had been obtained the patients were given the 
lytic cocktail (meperidine 100 mg., promethazine 50 mg., and 
chlorpromazine 100 mg.) in an intravenous infusion of 200 ml. 
of isotonic sodium chloride solution. In the early studies the 
infusion of the lytic cocktail was given slowly, 100 ml. in 15 
minutes and the remaining 100 ml. during the succeeding hour. 
Latterly, however, the whole 200 ml. has been administered 
within 15 minutes. With the original technique, anesthetic drugs 
and relaxants were needed for intubation. When the lytic cock- 
tail was run in rapidly, intubation could then usually be done 
without anesthetic drugs or relaxants. The whole dose of the 
lytic cocktail was not deemed necessary in a few cases, but 
extra dosage might have been advisable in some of the younger 
and more vigorous patients. Bleeding during operation appeared 
to be average except when the blood pressure remained low. 
The superficial veins of the limbs were dilated. Intravenously 
given fluids could be infused rapidly with hydrostatic drip 
equipment. The authors feel that the effects produced by the 
lytic cocktail cannot be properly designated as artificial hiber- 
nation. It usually produces an increased pulse rate, a fall of 
blood pressure, a rise of cardiac output, and a decreased cal- 
culated over-all systemic resistance. It does not produce hypo- 
thermia in the unexposed patient, and it does not affect oxygen 
uptake. It is a good preoperative and postoperative sedative. It 
is doubtful if the circulatory effects produced by the lytic cocktail 
differ greatly from those produced by other vasodilator drugs. 








J.AM.A., Jan. 22, 1955 


BOOK REVIEWS 


A Synopsis of Children’s Diseases. By John Rendle-Short, M.A., M.B., 
M.R.C.P., Senior Registrar, Department of Child Health, Welsh National 
School of Medicine, Cardiff. Cloth. $7. Pp. 608. Williams & Wilkins Com- 
pany, Mount Royal and Guilford Aves., Baltimore 2; John Wright & Sons, 
Ltd., 42-44 Triangle West, Bristol 8, England, 1954. 


This is not a textbook of pediatrics but rather a synopsis in 
which an effort has been made to assemble all the relevant facts 
in outline form for easy reference and rapid review. It is the 
type of volume that should be of value to those who are pre- 
paring for an examination or those who desire a brief outline 
of a given disease. The material is presented in an orderly 
manner. The main divisions discuss diseases of nutrition, the 
alimentary system, and diseases of the nervous system. Each of 
these is further divided into various sections. In each section 
the different diseases are discussed under specific headings; for 
instance, under mumps are found definition, etiology and 
epidemiology, pathogenesis, clinical features, special investiga- 
tions, complications, differential diagnosis, prophylaxis, and 
treatment. The comments under each of these headings are in 
sentences and not in paragraphs. The author is conservative in 
his approach. The information as to disease and the suggestions 
as to treatment are those that are generally accepted. No effort 
is made to advocate or even to discuss problems now under in- 
vestigation. Thus, the book is a road map of pediatrics as it 
exists today and not the author’s or any other physician’s dream 
or hope as to what it might be some day. Such a book has the 
advantage that it affords a sure foundation on which the practi- 
tioner may stand. Its disadvantage lies in the fact that it may 
soon be out of date, and it does not stimulate the imagination 
or investigational urge of the reader. Written for British physi- 
cians, it is only natural that the book uses certain spellings to 
which Americans are unaccustomed and mentions the name of 
an occasional drug with which we are not familiar, but these 
are of little moment and add a zest to the reading. This is par- 
ticularly true in the use of the word “posseting” for what is 
commonly referred to in the United States as “burping” and 
the advocacy of “rose-hip syrup” in the treatment of scurvy 
because of its high content of ascorbic acid. It would appear 
that the same diseases are of concern to the British as to the 
Americans, although it was noted that no mention is made of 
hookworm disease, and sickle-cell anemia is given only a single 
sentence. The book has several graphs and charts, but there is 
no bibliography. For those who desire a well-presented, concise, 
and conservative synopsis of pediatrics with a British flavor this 
book is recommended. 


Anatomy for Surgeons. Volume I: The Head and Neck. By W. Henry 
Hollinshead, Ph.D., Professor of Anatomy, Mayo Foundation, University 
of Minnesota, Rochester. Cloth. $12. Pp. 560, with 326 illustrations. Paul 
B. Hoeber, Inc., (medical book department of Harper & Brothers), 49 E. 
33rd St., New York 16, 1954. 


The author of this book on regional anatomy of the head and 
neck describes and interprets anatomic structures; the study 
should be useful to the surgeon. Since the book is intended as 
a reference, it contains excellent descriptions of the various 
structures involved, using simple line drawings. whenever nec- 
essary. These drawings in themselves are lucid, simple, and 
well reproduced. Although the bibliography relating to each of 
the subjects is abundant and up-to-date, important but older 
references have not been omitted. The fact that surgical con- 
sultants were used in preparing this book adds the practical 
touch so often lacking in descriptive anatomy. The style is clear 
and simple. Each chapter is subdivided, and the various sub- 
divisions are printed in bold type. The index appears to be 
complete. This volume will be useful to general practitioners 
as well as to surgeons; it should serve well the needs of oto- 





These book reviews have been prepared by competent authorities but 
do not represent the opinions of any official bodies unless specifically 
so Stated. 


laryngologists, ophthalmologists, oral surgeons, anesthetists, ang 
dentists. Its emphasis on the practical takes it out of the fielq 
of classical anatomy, and therefore it will not serve as a tex. 
book, but the author does not intend his book to replace tex;. 
books on classical anatomy. Teachers of this subject, however, 
should find many points that would enliven their courses. 


Roentgenographic Technique: A Manual for Physicians, Students and 
Technicians. By Darmon Artelle Rhinehart, A.M., M.D., F.A.C.R. Fourth 
edition. Cloth. $8.50. Pp. 454, with 216 illustrations. Lea & Febiger, 609 
S. Washington Sq.; Philadelphia 6, 1954. 


This book contains the results of much practical experience 
with the making of roentgenograms, excluding some specialized 
techniques such as angiography, but including many other 
methods for studying the soft as well as the hard parts of the 
body. The weakest parts of the book are the fundamental jntro- 
ductory passages, which are sometimes unclear and even mis- 
leading, like the statement that “rheostats have become obsolete” 
(page 35) in the midst of an unnecessarily confusing explanation 
of the autotransformer. This lack of clarity becomes important 
in connection with such subjects as absorption, filters, and shield- 
ing in which misapprehensions prevail and can have disastrous 
results. The section on darkroom construction fails to note that 
the ventilation can often be improved if the doorways and the 
associated black-painted panels of the light-lock entry are ex- 
tended vertically all the way from floor to ceiling. A valuable 
feature of the book is the abundance of illustrations. Each chap- 
ter is provided with a bibliography, and there is an index. The 
book should be helpful to medical students and to x-ray 
technicians. 


Educating for American Citizenship: Thirty-Second Yearbook. Cloth. 
$5. Pp. 615, with illustrations. American Association of School Admin- 
istrators, Department of National Education Association of United States, 
1201 16th St., N.W., Washington 6, D. C., 1954. ° 


The yearbook of the American Association of School Admin- 
istrators is devoted to various subjects from year to year. In 
1942 its topic was health, and the American Medical Associ- 
ation was represented by several physicians on the commission 
that prepared it. This volume was revised in 1952. These two 
yearbooks have had a great influence in molding the health 
program in our public schools. The current yearbook, having 
to do with education for American citizenship, has a strong im- 
plication for physicians and for the health program of our 
nation, since we believe that freedom is the essence of good 
personal and community health. This book, prepared by a com- 
mission of nine educators under the chairmanship of Superin- 
tendent Benjamin C. Willis of the Chicago public schools, is 
devoted to strengthening citizenship. Its purposes are stated in 
the foreword, which says of the men and women of the United 
States “They pay their taxes for order, justice, protection, edu- 
cation, and the other services that good government provides. 
They are free to come and go, to speak or be silent, to worship, 
to play, to seek happiness. They maintain the home in which 
they rear their children. They do all they can to make sure 
that those children carry forward the ideals of justice, freedom, 
fidelity, and brotherhood that have lighted each step of the 
nation’s progress. Each one dreams the dreams and sees the 
visions by which America moves forward. Thus in the blessings 
and the obligations of American citizenship they share daily 
and hourly.” The book is devoted to a statement of the urgency 
and aims of education for citizenship; the setting for citizen- 
ship education, namely, school and community; the tools of in- 
struction for citizenship; a look into the future with efforts at 
evaluating citizenship education; and an effort to give an answer 
to the question, “what price success?” Interesting to physicians 
will be the definition of loyalty that appears on page 389: “In 
these young persons we have to develop an understanding and 
an emotional attachment to the values and ideals that are the 
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foundation of American life. Not only must they understand 
but they must have a deep emotional commitment to such prin- 
siples as the dignity and worth of human personality, the free- 
dom of the individual, freedom under law, the sense of justice, 
he capacity for self-government, right of participation in de- 
cision making, the right to own property, the appeal to reason 
and the love of truth, the right to education and the responsi- 
rility of being informed, acceptance of responsibility as a 
counterpart of freedom, equal opportunity for self-realization, 
he brotherhood of man, and the right to be different.” This 
yearbook is sent to all the members of the American Associ- 
tion of School Administrators, since part of it is devoted to 
, directory of the membership. Thus it at once becomes a work- 
ne tool. Physicians as citizens, and especially those closely con- 
nected with the health interests in the schools, might find it 
interesting to study this volume. It might profitably be placed 
in libraries of county medical societies where it would make 
, valuable contribution to better understanding by the citizen 
physician of his brother citizen, the educator. 


Hand Atlas and Textbook of Human Anatomy. Part I: Muscular 
system and Osteology. Volume I Atlas. Von Werner Spalteholz. Fifteenth 
edition, revised by Rudolf Spanner, Professor of Anatomy, Cologne, 
Germany. Cloth. $11.50. Pp. 403, with 589 illustrations. Little, Brown 
& Company, 34 Beacon St., Boston 6; Scheltema & Holkema’s Boekhandl 
en Uitgeversmaatschappij N.V., Rokin 74-76 Amsterdam C., Netherlands; 
§. Hirzel, Stuttgart; K6énigstrasse 2, Leipzig C.1, Germany, 1953. 


This latest revision of a well-established atlas of anatomy 
makes its appearance 57 years after the original. The new editor 
has done an admirable job in carrying on the work of the great 
anatomist who created this masterpiece. The illustrations are 
presented devoid of text in this volume. This permits the arrange- 
ment of given anatomic aspects on opposing pages for compari- 
son and is particularly helpful when a dissection proceeds from 
superficial to deeper layers. All legends are in Latin. The ma- 
terial has been divided into chapters on the trunk, lower ex- 
tremities, upper extremities, head, and perineum. This subdi- 
vision follows a dissection schedule for students in their first 
year of anatomy. In this volume the muscular and skeletal sys- 
tems have been beautifully and exactly portrayed. The author 
shows a commendable tendency to increase the number of illus- 
rations that have a tridimensional effect. The index is in Latin, 
German, French, English, and Spanish. This excellent addition 
permits orientation for those whose knowledge of Latin is not 
adequate and also enables the reader to compare terms in the 
various languages. Clear roentgenographic reproductions are 
shown at the end of this volume. The figures, particularly those 
dealing with musculature, have lost a little of the zip found in 
the original plates, but this is not a serious fault. This atlas can 
be recommended highly to take its place at the side of its excel- 
lent predecessor. 


Mayo Clinic Diet Manual. By Committee on Dietetics of Mayo Clinic. 
Second edition. Boards. $5.50. Pp. 247. W. B. Saunders Company, 218 
W. Washington Sq., Philadelphia 5; W. B. Saunders Company, Ltd., 7 
Grape St., Shaftesbury Ave., London, W.C.2, 1954. 


This complete diet manual has been revised in accordance 
with new knowledge of nutrition and of disease. It contains over 
100 diets designed to meet the needs in practically all the patho- 
logical states commonly encountered. The following informa- 
ion is given for each diet: a table of approximate composition, 
4 general description and statement concerning adequacy, a list 
of foods included and excluded, and sample menus. The ma- 
erial has been carefully and accurately prepared and should 
‘erve as a reliable guide to physicians and dietitians. A number 
of useful tables are included in the appendix, e. g., recom- 
mended daily dietary allowances, approximate composition of 
foods, caloric value of beverages and snack foods, height-weight- 
age tables, and lists of foods high in certain nutrients. One un- 
fortunate feature is the failure to adopt the diabetic diets and 
exchange lists developed by the American Diabetic Association, 
American Dietetic Association, and diabetes branch of the Public 
Health Service. Minor criticisms are the high fat content of 
the gallbladder diet and the large number of eggs included in 
the low purine diet. The multiplicity of diets may be confusing 
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to the uninitiated. Nevertheless, their variety and specificity 
should permit application to individual problems by the phy- 
sician who does not have access to a dietary consultant. The 
manual should be a valuable reference for small institutions 
but may be more applicable and useful in large hospitals with 
facilities for preparation of a wide variety of diets. 


Children for the Childless: A Concise Explanation of the Medical, 
Scientific, and Legal Facts about Conception, Fertility, Sterility, Hered'ty, 
and Adoption. Edited by Morris Fishbein, M.D. With chapters by Sidonic 
Matsner Gruenberg, et al. Cloth. $2.95. Pp. 223, with illustrations. Doubic- 
day & Company, Inc., Garden City, N. Y.; 575 Madison Ave., New York 
22, 1954. 


This book is a concise explanation of the medical, scientific, 
and legal facts about fertility, sterility, heredity, and adoption. 
In addition it offers advice on parenthood and includes a chap- 
ter on the effect of heredity and environment on the offspring. 
There is an excellent discussion on the need of control of world 
populations, written by one who has observed this vexing prob- 
lem first hand. The book is written primarily for laymen by 
writers who are authorities in their respective fields. Although 
it contains a great deal of general information on many related 
subjects, it is not a reference book or manual. Whatever criti- 
cisms might be offered are minor. Discussion of the physiology 
of the male and female reproductive organs would be made more 
easily understandable by thg inclusion of a few line drawings 
Functional sterility, in which no demonstrable physical cause 
exists for failure of conception, is regarded as primarily psycho- 
somatic in origin. As with other conditions in medicine in which 
the cause is obscure and psychosomatic causes are invoked, 
conclusions are drawn without sufficient supporting evidence. 
This lack of data is apparent to the physician, but to the lay- 
man it may aggravate rather than allay his fears, something 
this book undoubtedly wishes to avoid. This monograph is con- 
cise, informative, and well written. Physicians can unhesitatingly 
recommend it to patients who wish to broaden their knowledge 
of the subject. 


Biochemistry and Human Metabolism. By Burnham S. Walker, M.D., 
Ph.D., Professor of Biochemistry, Boston University School of Medicine, 
Boston, William C. Boyd, Ph.D., Professor of Immunochemistry, Boston 
University School of Medicine, and Isaac Asimov, Ph.D., Assistant Professor 
of Biochemistry, Boston University School of Medicine. With foreword by 
John T. Edsall, M.D., Professor of Biological Chemistry, Harvard Uni- 
versity, Cambridge. Second edition. Cloth. $10. Pp. 904, with 30 illustrations. 
Williams & Wilkins Company, Mount Royal and Guilford Aves., Baltimore 
2, 1954. 


The second edition of this book, appearing only two years 
after the first one, has been edited to include new material, such 
as the chapter on protein and starvation that was rewritten and 
the one on proteins and amino acids that was partially rewritten 
and reorganized to include a section on acids and bases. The 
book was written as a biochemistry text for medical students, 
and its organization and contents are such that the biochemical 
subjects of medical interest are stressed throughout the text as 
well as in special chapters. Twelve pages in the chapter on carbo- 
hydrate metabolism are used to discuss diabetes, an entire chapter 
is devoted to food and diet, and another to cancer. This in- 
tegration of the practical and clinical with the theoretical enables 
the medical student to understand better the clinical significance 
of biochemistry. The volume is unique in arrangement; the dis- 
cussion of proteins precedes that of carbohydrates and lipids, 
the latter two forming an introduction to the chapter on tissues. 
Five main divisions on structure, control, growth, metabolism, 
and pathology are further subdivided into appropriate chapters. 
Under structure there are chapters on proteins, tissues, and 
blood; under control, on enzymes and hormones; under growth, 
on nucleoproteins, cancer reproduction, and heredity; under 
metabolism, on carbohydrate, lipid, protein, water, electrolytes, 
digestion, respiration, excretion, heat and work, and food and 
diet; and under pathology, on vitamins, vitamin deficiency dis- 
eases, and infections. An appendix contains short chapters on 
the principles of thermodynamics, isotopes, and colloids. The 
book may serve as a refresher course in biochemistry for the 
practicing physician. 
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DRUGS FOR INFECTIONS OF URINARY TRACT 
To THE EpiTror:—Please state whether sulfadiazine is the 
sulfonamide of choice in infections of the urinary tract. Is it 
as good as several well-known preparations such as sulfisoxa- 
zole (Gantrisin) or sulfamethylthiadiazole (Thiosulfil)? 
M.D., Connecticut. 


This inquiry was referred to two consultants, whose respective 
replies follow.—EbD. 


ANSWER.—The three sulfonamide compounds mentioned 
seem to be of equal value in the treatment of infections of the 
urinary tract. Sulfadiazine is readily soluble in the pH range 
of the urine, so that anuria from crystallization of the drug is 
rare. Sulfadiazine has high potency and passes readily across 
membranes while maintaining high blood and tissue concentra- 
tions. It is effective against many common organisms encoun- 
tered in such infections. 


ANSWER.—At present the treatrgent of urinary infections has 
progressed to the point that specific drugs are used for certain 
infections and it is felt there is no “Mother Hubbard” drug that 
covers everything. Infections such as those by Streptococcus 
pyogenes, Str. lactis, and Str. faecalis respond well to penicillin; 
Aerobacter aerogenes, which is a common cause of urinary 
infection, responds well to chlortetracycline (Aureomycin) and 
fairly well to oxytetracycline (Terramycin). Proteus vulgaris 
responds to nitrofurantoin better than to any other drug; 
Escherichia coli responds best to chlortetracycline and oxytetra- 
cycline; and so on. The sulfonamides have a definite use in 
combating certain infections of the urinary tract also. 


UNPLEASANT SYMPTOMS AFTER 

PARTIAL GASTRECTOMY 

To THE Epitor:—A physician who had a partial gastrectomy 
for chronic duodenal ulcer seven months ago complains of 
nausea, cold clammy perspiration, fainting sensation, and 
bradycardia immediately after breakfast since the operation; 
seldom does it happen after other meals. He takes just a few 
spoonfuls of cereals for breakfast, and still he has the above 
manifestations. I do not know if you call this “dumping 
syndrome.” How would one prevent the occurrence of such 
manifestations? Is this the usual course after partial gas- 


trectomy? Nemesio A. Cuenca, M.D., Panay, Philippines. 


ANSWER.—Unpleasant symptoms after eating in patients who 
have had a partial gastrectomy are usually of two main varieties. 
One group of symptoms develops from two to two and one-half 
hours after eating and resembles the hypoglycemic symptoms 
produced by an overdose of insulin. Hypoglycemia has been 
found in these patients, and the symptoms have usually re- 
sponded to the administration of glucose. It is postulated that 
the rapid absorption of sugar from the small intestine in these 
patients produces a profound hyperglycemia. This hyperglycemia 
is thought to stimulate the production of insulin and the for- 
mation of glycogen in the liver, which lowers the blood sugar, 
sometimes very rapidly, to hypoglycemia levels. More com- 
monly, however, unpleasant symptoms following eating develop 
immediately or within the first 20 minutes. These postcibal 
symptoms are often characterized as the “dumping syndrome,” 
indicating that they are due to a rapid emptying of the gastric 
remnant into the jejunum. The cause of these symptoms is not 
entirely known, but their development after gastric surgery 
points to the great importance of the pyloric sphincter in many 
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patients. This sphincter mechanism regulates the emptying of 
the stomach so that small amounts of gastric chyme are delivered 
at intervals into the first part of the duodenum, where Orderly 
admixture with the duodenal secretions can take place. The cop. 
struction of a new sphincter after gastric surgery is not yet 
practicable, but present data indicate that postcibal symptoms 
are less frequent and severe when the stoma connecting the 
gastric remnant and the intestine is small. A gastroenterostomy 
stoma from 1.5 to 2 cm. in diameter provides adequate emptying 
of the stomach and lessens the incidence of the dumping syn. 
drome very materially as compared with a stoma the diameter 
of the lumen of the jejunum or larger. Evidence has been found 
that the jejunal distention after rapid emptying of the stomach, 
with cardiovascular reflex effects, is a factor in some patients, 
The dumping syndrome occurs just as often in patients who 
have had a vagotomy combined with other types of gastric sur. 
gery as it does in those with the same types of gastric surgery 
unaccompanied by vagotomy. These reflex disturbances from 
the intestine are thus not mediated by the vagus nerves. Splanch- 
nic hyperemia is thought to be the cause of the dumping syn. 
drome by several authors. It is postulated that the rapid emptying 
of the stomach induces a marked splanchnic hyperemia and 
cerebral anemia. This hyperemia is regarded as an intensification 
of the normally increased blood flow to the viscera after the 
meal. Allergy induced by the rapid passage of protein food into 
the intestine is thought by some to account for the symptoms. 
The withdrawal of milk from the diet is strikingly beneficial in 
some patients. The observation that the dumping syndrome does 
not occur after the intravenous injection of glucose solution is 
in harmony with the view that early symptoms following the 
ingestion of food are not due to hypoglycemia. 


In the management of the dumping syndrome, considerable 
relief can be obtained by adjustments in the diet. It is well to 
eliminate sweet drinks, fruit juices, and sugar from the diet. Solid 
foods, chiefly protein and fat in composition, are better tolerated. 
The patient should be instructed to eat slowly and, if the symp- 
toms are severe, to lie down for a brief period after breakfast. 
In most patients the symptoms become less disagreeable or dis- 
appear spontaneously within a year of the operation. If they 
persist and are disabling, surgical intervention may be considered. 
In patients who have had a Billroth II type of anastomosis 
complete relief can sometimes be secured if the Billroth Il 
anastomosis is replaced by a Billroth I type of anastomosis with 
the construction of a relatively small stoma. 


ARTHRITIS AND HOMES WITHOUT BASEMENTS 


To THE Eprtror:—In this area thousands of homes are built with 
no basements. Asphalt tile is laid directly on the concrete 
underfloor. Could this induce or aggravate any form of soft- 
tissue, periarticular, or extra-articular rheumatism? Could this 
induce backaches or leg aches or lead to increased upper 
respiratory infections or even rheumatic fever, especially in 
children? Could this aggravate varicose veins? 

M.D., New Jersey. 


ANSWER.—There is no clear-cut pattern of response to damp- 
ness in patients with any form of arthritis or rheumatism. Ger- 
erally speaking, lack of a warm, well-ventilated home is more 
important than the concrete and asphalt tile floor in inducing 
or aggravating any form of rheumatism. As for rheumatic fever, 
it has been shown that the poverty, crowding, unhygienic co 
ditions, and malnutrition that exist in homes along waterfronts 
favor the spread of streptococcic infections, upper respiratory 
infections, and rheumatic fever. Varicose veins are caused by 
defective valves in combination with postural strain or by ob- 
struction to the venous flow and could be aggravated only by 
increasing either the postural strain or the pressure on venous 
flow; not by concrete floors. 
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xo OPIUM IN LETTUCE 
To rHe Epiror:—Where can I secure information on the drugs 
in ordinary household vegetables such as lettuce and spinach? 
A patient refuses to eat lettuce because she was told it con- 
tains opium. Do such leafy vegetables contain opium? 
M.D., Maryland. 


ANSWER.—There appears to be no basis in fact for the belief 
that lettuce, particularly, the garden vegetable variety, contains 
opium. The ancients attributed soporific qualities to wild lettuce 
‘Lactuca virosa), apparently because of its similarity in appear- 
ance and odor to opium. When originally introduced in this 
country by Dr. Coxe of Philadelphia in 1799, the dried milk 
nice of the wild lettuce was used as a sedative, but this usage 
gems to have been based on the ancient supersitition rather 
than on any proved active principles in the vegetable itself. 


REFERENCES 
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GALLBLADDER DYES AND BLOOD 

CHEMISTRY STUDIES 

To THE Eprror:—Is there any interference with blood chemistry 
studies (blood sugar, nonprotein nitrogen, cholesterol, etc.) 
following ingestion of the gallbladder dyes now on the 
market? Franklin G. Eldridge, M.D., Valdosta, Ga. 


ANSWER.—The radiopaque dyes currently in common use 
for cholecystography produce no significant changes in blood 
glucose, cholesterol, electrolyte, or nonprotein nitrogen levels 
in the absence of severe reactions such as vomiting or diarrhea. 
Acute pancreatic damage, with increase in serum amylase, may 
follow the use of tetraiodophthalein in subjects with delayed 
biliary excretion of the dye. This does not occur with iodo- 
alphionic acid (Priodax) or iodopanoic acid (Telepaque). All 
these substances cause an increase in serum organic (protein- 
bound) iodine that may persist for many months and depression 
of radioactive iodine uptake by the thyroid of six to nine months’ 
duration. Transient, slight increase in the serum bilirubin con- 
centration and delayed removal of sulfobromophthalein (Brom- 
sulphalein) sodium from the blood may occur within 12 to 18 
hours after administration of these compounds in subjects with 
hepatic disease and occasionally in apparently normal persons. 
The urine of persons receiving iodoalphionic acid or iodopanoic 
acid may give a false positive test for albumin with such pro- 
cedures as the Exton, Roberts, and Heller tests, but not with the 
heat and acetic acid test. This “pseudoalbuminuria” may persist 
for two or three days. 


THE NEIGHBORS AND A BLUE-EYED CHILD 


To THE Eprror:—IJ would like other opinions to relieve a 
distressed mother who has a 10-month-old child with very 
blue eyes, while she and the father both have very dark brown 
eyes. The maternal grandmother has light blue eyes; the 
maternal grandfather had dark brown eyes. There are no 
siblings. The paternal grandmother and grandfather both had 
dark brown eyes, but the great-grandmother had blue eyes. 
The mother of the child, who is of the highest moral character 
and is extremely devout, is suffering extreme distress at the 
jibes of ill-informed neighbors. M.D., Maryland. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Ep. 


ANSWER.—There is nothing unusual about this. Of children 
born to two such brown-eyed parents as are described, probably 
one in every 20 will be blue-eyed. 


ANSWER.—The situation described is not infrequently ob- 
served and finds a ready explanation in what is known concerning 
the inheritance of eye color. At one time it was thought that a 
single gene determined the difference between brown and blue 
‘yes, with the gene that resulted in the development of brown 
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pigmentation being dominant over the gene responsible for blue 
eyes. Although it is now realized that the genetics of the situation 
are more complex, it remains true that, by and large, brown eyes 
behave as if dominant to blue eyes in crosses. From the fact 
that blue eyes are present in the progenitors of both the mother 
and the father of the blue-eyed child described, it may be sur- 
mised that both the mother and the father carry hidden genetic 
determiners for blue eyes, with the child in question having 
inherited these determiners from both parents. Your patient can 
be reassured that her neighbors, as is so often the case, simply 
do not know what they are talking about. 


HIDRADENITIS SUPPURATIVA 


To THE Epitor:—Please outline the accepted treatment for 
hidradenitis suppurativa. M.D.., Ohio. 


ANSWER.—The treatment of hidradenitis suppurativa varies 
depending on the degree and the extent of the infection. For 
patients who have involvement of only a few of the glands in 
the axillas, the use of one of the antibiotics in conjunction with 
x-ray therapy may control the condition. However, in patients 
in whom the disease is extensive and severe, with involvement 
in the axillas, under the breasts, and about the genitalia, surgi- 
cal intervention in addition to the above measures may be ad- 
visable. Excision of the axillary lesions followed by a skin graft 
has been very successful (Macey, H. B.: Am. J. Surg. 54:643- 
647 [Dec.] 1941). For the perianal area “saucerization” with 
removal of the infected glands, the wound being left open to 
granulate from below, is often indicated. For patients who are 
obese and have hidradenitis suppurativa, weight reduction is 
advisable. In most cases the antibiotics have been more success- 
ful than the sulfur preparations, and the occasional patient with 
severe acne vulgaris or cystic acne may be helped by the admin- 
istration of diethylstilbestrol. 


INK ERADICATOR AND DERMATITIS 

To THE Epitor:—A woman who works in an industrial plant 
uses an ink eradicator daily. Recently she noted a vesicular 
eruption on the flexor surface of the left wrist, which rests 
in contact with surfaces treated with the ink eradicator; this 
is pruritic and has gradually spread over a limited area. The 
particular product used is “Ozalid” and consists of two solu- 
tions; the chemical constituents are not known. Please tell 
me the constituents of such solutions, whether they are com- 
mon irritants, and the preferred method of tests required to 
confirm or deny this etiology. 


John T. Harbaugh, M.D., St. Paul. 


ANSWER.—The active agents in the respective solutions are 
tin chloride and sodium bisulfite. Both of these substances are 
credited with the capacity to produce mild dermatitis. The fact 
that pruritus is mentioned in the query attracts attention to the 
stannous chloride, since pruritus is oftener associated with that 
salt, although nearly all industrial dermatitis is pruritic. Should 
patch tests be conducted, the method and precautions desirable 
are set forth in THE JourNAL of Oct. 2, 1954, page 497. Either 
of the substances mentioned could have provoked the dermatitis 
described, but neither necessarily did so. 


FLUORESCENT LIGHTING 

To THE Epitor:—Has any evidence been obtained that fluores- 
cent lighting is harmful to the eyes? 1 understand that many 
fluorescent bulbs do or did contain hazardous chemicals such 
as beryllium phosphors. What protective steps have been taken 
by manufacturers? M.D., Virginia. 


This inquiry was referred to two consultants, whose respec- 
tive replies follow.—Eb. 


ANSWER.—There have been substantiated reports of damage 
to eyes from fluorescent lighting. Fluorescent tubes contain 
gases small amounts of which are damaging to the skin of 
persons who are sensitive to them, and great care must be taken 
in the handling of fluorescent tubes. The danger, however, is 
slight and reports of injury rare. 
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ANSWER.—Improperly located fluorescent lamps may give 
rise to glare and to fatigue therefrom. Such glare is not greater 
than from other lamps with equal output. Usually fluorescent 
lights are installed in batteries of two or more. Single units may 
produce annoying flicker, particularly if the two ends are ex- 
posed. Earlier fluorescent lamps did contain beryllium as a 
phosphor, and serious incidents of granuloma resulted even 
from minor cuts from broken tubes. Present-day tubes for light- 
ing purposes no longer contain beryllium except, possibly, in 
trace amounts. A few discarded old-time tubes still cause granu- 
lomas, particularly among children, but this injury is vanishing. 
It is believed that neon sign tubing still is made with beryllium 
on occasion, so that such tubing would be more dangerous as to 
beryllium than fluorescent tubes. A few cases of dermatitis 
have been attributed to light from fluorescent lamps and are 
apparently due to specific photosensitivity. Such dermatitis may 
be only neurogenic. There is no substantial output of ultraviolet 
rays from fluorescent lamps. Some mercury gas may reside 
within fluorescent tubes, but this is of no import to persons 
other than tube makers and repairmen. When a person or group 
of persons develops a dislike to fluorescent lighting, headaches 
and kindred manifestations may appear. These are but emo- 
tional responses in protest. 


MYCOTIC INFECTION OF SKIN 
To THE Eprror:—What is the best treatment for tinea corporis? 


For kerion of the scalp? Is there anything better than aqueous . 


gentian violet for the neonatal monilial infections (thrush)? 
What about mycotic dermatitis of the feet? 


C. L. Concklin, M.D., Corpus Christi, Texas. 


ANSWER:—There are many effective treatments for mycotic 
infection of the skin. However, it is difficult to designate any one 
of them as being the best, for much depends on factors such as 
the degree of inflammation that is present and the location and 
extent of the lesions. Kerion, for instance, is sometimes so acutely 
inflamed from secondary infection that it may require treatment 
with soothing, wet dressings and with systemically administered 
antibiotic agents, although more often the application of an 
antibiotic, not antimycotic, ointment is sufficient. A single small 
lesion of tinea corporis will respond to a painting or two of 
old-fashioned tincture of iodine, but benzoic and salicylic acid 
(Whitfield’s) ointment diluted 1:8 or one of the higher fatty acid 
preparations of the undecylenic-proprionic acid types will do 
just as well and even better if there are several lesions present. 
The higher fatty acid lotions are certainly cleaner, if not more 
effective, than gentian violet for neonatal mycotic infections. 
The treatment of mycotic dermatitis of the feet, even more than 
of the other types, is guided by factors such as secondary in- 
fection, degree of inflammation, extent of involvement, and 
amount of hyperhidrosis present. Secondary infections and acute 
inflammation must first be eradicated by the use of soothing, wet 
dressings of mild antiseptics. Then attention is directed to the 
mycotic phase with main reliance on agents such as dilute 
benzoic and salicylic acid ointment, higher fatty acid fungicides, 
and drying foot powders. The nature of the disease is such that 
more specific measures cannot be given. It may be that the query 
was prompted by the fact that usually so many different remedies 
are recommended. That is so because they are all helpful for 
certain cases, but not for all cases; no one is the best. It is not 
that simple. 


INSECT-KILLING SMOKE IN RESTAURANT 


To THE Eprror:—A local restaurant uses an electric fog pump 
to saturate the air with Pyrenone. The pump operates for 
about an hour, creating thick haze that is discernible in the 
air for several hours. Are the vapors of Pyrenone toxic when 
inhaled daily over a long period of time? Much of this vapor 
fog eventually settles on the food; could the ingestion of such 
contaminated food be deleterious? M.D., Florida. 


ANSWER.—Pyrenone is believed to represent pyrethrum 
admixed with either piperonyl cyclohexanone or piperonyl 
butoxide. Up to some 15 years ago, the crude pyrethrum products 
derived from chrysanthemum buds constituted distinct allergens 
and contact irritants. The newer extracts have proved less detri- 
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mental. The query mentions an electric fog pump, which prob. 
ably uses the active chemical in a light mineral oil that, under 
the action of the aerosol dispenser and heat, provides an insect. 
killing smoke. At present those officials responsible for restauran; 
sanitation sponsor this type of pesticide over some of the other 
organic agents of much higher proved toxicity. Despite the 
apparent harmlessness of this agent, it is manifestly desirable 
that the daily dosing period of about one hour be during tha 
period in which the restaurant is not serving food. In the case 
of operation on a 24 hour basis, obviously, this is not possible. 
In any circumstance, it is unlikely that the mentioned saturation 
of air is desirable. 


FRACTURE OF NECK OF FEMUR 


To THE Epiror:—A woman, aged 68, has been bedfast for eight 
months. She has a fracture of the neck of the femur. It has 
been nailed three times, and the head of the femur slipped 
off each time. She is lively and appears younger but has 
weak heart. She did not tolerate a plaster of Paris bandage. 
The fracture occurred without accident, and it was first diag- 
nosed as rheumatism. What method is used in the United 
States in elderly persons who have fractures of the neck of 
the femur? What plastic or other substance is used for 
strengthening the bone successfully? Is there a substitute for 
plaster of Paris? Could an operation be performed by an 
approach from the femur? The patient is particularly con- 
cerned about the prevention of limping, because the right leg 
is now shorter than the left. The nail that was introduced is 
still inside. What type of anesthesia is used for operations 
lasting several hours? What drugs are given before operation 
to strengthen the heart? What drugs are used with operations 
to prevent embolism or pneumonia? M.D., Austria. 


ANSWER.—Few surgeons trained in fracture therapy use 
plaster casts in the treatment of fractures of the neck of the 
femur. Internal fixation of these fractures with a Smith-Petersen 
nail is a relatively simple procedure and is usually a satisfactory 
means of immobilization of the fracture. Since the fracture men- 
tioned here was spontaneous, without any definite history of a 
fall or injury, it is necessary to consider the possibility of a 
preexisting pathological condition. Metastatic neoplastic lesions 
in the neck of the femur weaken the bone, and the use of radium 
may also lead to such spontaneous fractures. If the fracture 
fails to unite, necrosis of the femoral head must be suspected. 
A necrotic femoral head or one that under most favorable cir- 
cumstances has not united to the neck may be removed and 
replaced with either a plastic or a metallic substitute, which in 
some instances has been quite successful. No plastic substance 
can be used for strengthening bone. Artificial femoral heads and 
necks have been made of acrylic and nylon reinforced with stain- 
less steel rods. In the United States today, most surgeons prefer 
metal to the plastic prostheses. There are substitutes for plaster 
of Paris, but these, if used as an external method of immobiliza- 
tion, offer little advantage over the more commonly used plaster 
of Paris. An approach to the region of the fracture of the femur 
may be by a lateral incision exposing the trochanter and shaft 
of the femur or by opening the hip joint itself. If the femoral 
head is still viable, it should be possible to accurately reduce 
the fracture, fix it with a nail or several threaded pins, and then 
drill it repeatedly and insert bone grafts from the trochanter 
through the neck into the femoral head. The grafts aid not only 
in healing the fracture but in bringing better circulation to 
the head of the femur. If the fracture is ununited and displaced, 
as it probably is, in view of the fact that the leg is shorter than 
the other leg, the nail that was introduced is doing no good and 
should be removed. Spinal anesthesia, thiopental sodium intra- 
venously, and alcohol intravenously with procaine locally in the 
skin and injected into the site or region of the fracture al! have 
certain advantages. Any of these anesthetics can be safely ad- 
ministered by a competent anesthetist even to an elderly patient. 
If the patient has evidence of mild cardiac weakness, a competent 
internist should prescribe some form of digitalis, or a drug 
having an action similar to digitalis may help her. No drug 
should be used to try to prevent embolism until such time 4s 
there is evidence of phlebothrombosis or thrombophlebitis. The 
use of anticoagulants such as heparin or bishydroxycoumarin 


contr 
in el 
often 
can | 
angle 
out ¢ 
walke 
adeqt 


TRA 

To T 
for 
al 
cul 
Shi 
an 
be 
rer 


tiv 
tri] 


lar 
she 
the 


ings | 
it wo 
hosp! 
retur 
rest | 
arran 
be ci 
certa 
indic: 


sicial 
medi 
from 


Mal 




























































_ 


OS —l—lCU hOlUhO lh 





Vol. 157, No. 4 


immediately before or soon after operation may lead to un- 
controllable bleeding. The pneumonia that so commonly occurs 
in elderly patients who have had fractures of the hip is most 
often a hypostatic accumulation of fluid within the lungs and 
can best be prevented by keeping the patient sitting up at an 
angle of at least 45 degrees at all times and by getting the patient 
out of bed and active with crutches or a specially designed 
walker at the earliest possible time after the hip has been 
adequately fixed by internal fixation. 


TRAVELING WITH RHEUMATIC FEVER 


To THE EpItoR:—A woman, 22 years of age, is under my care 
for treatment of acute rheumatic fever. Her first attack was 
at 10 years of age; since then she has had four or five re- 
currences. Apparently there has been no cardiac damage. 
She has been hospitalized in order to provide nursing care 
and bed rest, because she had been attending college and had 
heen rooming in a private home. She will probably have to 
remain in the hospital until well enough to return to her home, 
a distance of some 300 miles. The present illness seems rela- 
tively mild. How soon may I safely advise her to make this 
trip, and what would be her best means of transportation? 
If arrangements can be made for her to be moved by ambu- 
lance, could this be done well in advance of the time when 
she might be allowed to be out of bed, in order to prevent 
the necessity of prolonged hospitalization? 

M.D., Washington, D. C. 


ANSWER.—In the absence of cardiac damage, and with find- 
ings of normal temperature and erythrocyte sedimentation rate, 
it would seem unwarranted to keep this patient confined to the 
hospital. Greater benefit would result from allowing her to 
return home and thus providing her the mental and emotional 
rest necessary to convalescence. If air transportation can be 
arranged it would be more desirable, provided the patient can 
be carried up the ramp. Transportation by ambulance would 
certainly be more tiring than travel by plane but is not contra- 
indicated. 


OPTOMETRISTS 

To THE Eptror:—What relationship should exist between optom- 
etrists and doctors of medicine? My understanding is that 
up to 80% of the fitting of glasses in the United States is done 
by optometrists. Formerly I was located in a small town 60 
miles away from the nearest ophthalmologist. The nearest 
licensed optometrist was 10 miles away. In a situation like 
this, if one is satisfied as to the optometrist’s character and 
he seems to be technically competent, is it advisable to refer 
patients to him to determine whether or not glasses are 
needed? M.D., Tennessee. 


ANSWER.—A licensed optometrist is legally entitled to prac- 
tice his technique, which, primarily, is the correction of refrac- 
tive errors and advice on and study of muscular anomalies. He is 
not legally competent to diagnose ocular disease, although many 
claim they can recognize the presence of disease and no doubt 
are able to do so in an obvious case. The physician should take 
on himself the responsibility of making certain that the eyes 
of his patient are free of ocular disorders, especially glaucoma, 
before referring his patient to an optometrist to have glasses 
fitted. It would render his patient a great disservice if the phy- 
sician depended on the optometrist to describe the intraocular 
media, the appearance of the optic nerve, and the freedom 
from or presence of ocular disease. 


RECOGNITION OF JAUNDICE IN INFANTS 

To THe Eprror:—We wish to install lights in our nursery of 
such a kind that jaundice in a newborn infant might readily 
be recognized by the nursing staff, in the hope that cases of 
erythroblastosis not anticipated might be cailed to attention. 
If there is such a light, please identify it so that we may re- 
quest the installation. M.D., Pennsylvania. 


ANSWER.—The visual detection of jaundice is usually best 
accomplished by illumination of the subject with average, nor- 
mal daylight. When this is impossible it may be desirable to 
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use an artificial light with about the distribution throughout the 
spectrum of the overcast northern sky. There may be some diffi- 
culty experienced in installing artificial lights that would closely 
simulate normal daylight in a nursery, where reflected light 
from colored walls may influence the illumination falling on 
the subject. A simple and inexpensive method of solving the 
problem would be to acquire a small lamp for inspection pur- 
poses, which could be used to illuminate the infants individually. 
A standard source of light such as that used for illuminating 
color vision tests could be used in the nursery. One recom- 
mended standard source consists of applying a Macbeth-Corn- 
ing Daylight glass filter over a conventional 100 watt incandes- 
cent bulb (Glasser, O.: New Medical Physics, Chicago, Year- 
book Publishers, Inc., 1950, vol. 2, p. 1168). 


NEPHROPTOSIS 


To THE Epiror:—What is the present-day treatment of nephro- 
ptosis in which there is very little hydronephrosis? 


M.D., Indiana. 


ANSWER.—The treatment of nephroptosis has long been a 
debatable problem. In the early part of this century, nephro- 
pexy was recommended for every palpable kidney. At present, 
most experienced urologists believe there are certain patients 
with abnormally movable or palpable kidneys in whom mechani- 
cal effect due to torsion of the pedicle or kinking of the ureter 
cannot be controlled by properly fitting garments or by gain in 
weight. These patients should have the benefit of a kidney ele- 
vation and fixation. The only studies, however, that can prove 
that this treatment is rational are those that show the empty- 
ing time of the renal pelvis and ureter with the patient in the 
upright position and those that indicate the pain is not due to 
some other intra-abdominal or back condition. By and large, 
the operation, when indicated, is satisfactory. When not indi- 
cated, it is just another surgical procedure for a neurotic patient. 


USE OF FLUORIDATED WATER DURING PREGNANCY 


To THE Eprror:—/n families who have carious teeth, 1 have 
wondered about having the mother use drinking water con- 
taining 1 ppm of fluoride ion throughout the period of preg- 
nancy. Does the fluoride ion cross the placental barrier, and 
if so, would it be beneficial? 

Willard Crosley, M.D., Glendale, Calif. 


ANSWER.—Held (Schweiz. med. Wchnschr. 82:297 [March 22 
1952) determined the fluoride content in the maternal and fetal 
blood in 13 cases; the values were 172 to 389 mcg. per 100 ml. 
in the maternal and 244 to 316 mcg. per 100 ml. in the umbilical 
blood. The fetal values ran more or less parallel to the ‘maternal. 
In 9 of the 13 cases"the fluoride content of the umbilical blood 
was higher than that of the maternal blood. From this it is 
concluded that there is no placental barrier for fluoride. Load 
tests with 5 mg. of fluoride per day for two to six days in three 
women led to increases ranging from 14.5 to -92.8% in the 
fluoride content of the blood. In 14 nursing mothers whose drink- 
ing water was low in fluoride (0.092 to 0.098 mg. per liter) the 
blood levels were similar to those in pregnant women (234 to 
360 mcg. per 100 ml.). In these women the fluoride content of 
the milk was 81 to 147 mcg. per 100 ml. and that of the urine, 
144 to 641 mcg. per 100 ml. Fluoride is thus excreted in the 
milk, although no evidence of parallelism between levels in the 
blood and in the milk could be found. Load tests with 5 mg. of 
fluoride per day for two to six days in three lactating women 
were followed by an increase of 14.5 to 92.9% in fluoride in the 
blood and of 15 to 39.9% in the milk. The fluoride content of 
the milk can thus be raised by administration of fluoride to 
lactating women. Held (Schweiz. med. Wchnschr. 84:251 |Feb. 
20] 1954) performed fluoride tests in the mother and child in 
16 additional cases and confirmed his original observations. 
Until proved otherwise, Held says, we must conclude that the 
function of the placenta concerning the passage of fluoride is 
that of an organ of transfer rather than a gland. 

Gardner and others (Science 115:208 [Feb. 22] 1952) studied 
samples of placentas obtained from normal patients residing 
in Rochester and Newburgh, N. Y. (cities with a considerable 
difference in fluoride content of drinking water), for the fluoride 
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content. They found that the increased level of fluoride in the 
water resulted in a higher conceniration of fluoride in the placen- 
tal tissue, which may be related to the blood fluoride concen- 
tration. Also, it should be noted that both series of placental 
samples had higher concentrations of fluoride than the respective 
blood samples. Two explanations are suggested for this observa- 
tion. First, if fluorine is an essential trace element, the placenta 
may act as a concentrating organ for fluoride to ensure that 
the fetus will have adequate fluoride for the developing tissues. 
Second, since excessive fluoride is toxic, this organ may be acting 
as a barrier to prevent more than trace amounts of fluoride from 
reaching the fetus. How much of this accumulating fluoride 
passes from the placenta to the fetus is yet to be determined. 
At any rate, the placental concentrations are not great enough 
to cause deleterious effects in the mother. 


SHOES FOR INFANTS 


To THE Epitor:—Please send information on advising mothers 
when, how, and with what type of shoes they should fit their 


infants. Marvin Garrell, M.D., Fairfield, Conn. 


ANSWER.—It is not necessary to have a shoe before the child 
walks. If a covering is used, it should be soft and loose-fitting 
and allow full movement. The first walking shoe should be soft, 
with a leather sole about % in. thick and no heel. Most shoes 
for a child this age are high-top shoes. The sole should be tough 
enough to protect the foot but flexible enough to bend easily. 


POSSIBLE PULMONARY EMBOLUS 

DURING PREGNANCY 

To THE Eprtror:—A 27-year-old woman is pregnant for the first 
time. Toward the end of her fifth month she noted the rapid 
onset of pain in the left axilla, aggravated by deep breathing. 
There was no cough or fever. Physical examination was 
normal, as was the chest x-ray. This pain subsided in two 
days, and the following day she noted pain in the medial 
aspect of the left thigh, especially when standing. The leg 
manifestations increased in severity the following week to the 
point of diffuse swelling of the entire leg, tenderness in the 
medial part of the thigh and the calf, and presence of Homans’ 
sign. There were still no fever, palpable veins, or areas of 
inflammation in the leg. She was treated with bed rest, 
penicillin, and adequate heparin therapy for three weeks. Five 
days following this treatment (activities were also increased 
following this three week period) she noted recurrence of 
painful swelling of the left calf, despite continued use of leg 
wrappings. There was again definite calf tenderness, question- 
able Homans’ sign, diffuse swellirig of the lower part of the 
leg, and pitting edema about the foot and ankle. Shortly after 
this recurrence uterine contractions developed and the fetal 
head descended. She was put to bed and is now receiving 
bishydroxycoumarin (Dicumarol). She is now seven months 
pregnant. Progesterone was used; the uterine cramps dis- 
continued within two days, and the head has arisen from the 
pelvis. May anticoagulants be used during delivery? What 
type of delivery is preferable? Should vena cava ligation be 
done? Should sterilization be done? The patient is ambivalent 
toward having more children and is willing to accept whatever 
treatment is recommended. 

Fred Feigenson, M.D., Van Nuys, Calif. 


ANSWER.—There is no good evidence that this patient had a 
small pulmonary embolus in addition to thrombophlebitis of the 
leg, although this is a distinct possibility. She still has two months 
to term, and the vascular process may become quiescent. She 
should continue to wear elastic stockings. Conservative manage- 
ment is likely to result in the least hazard to the patient. When 
the onset of labor manifests itself the patient should be given 
anticoagulant therapy. If bishydroxycoumarin is used, the initial 
dose may be about 200 mg. and the amount can be decreased 
daily, maintaining a prothrombin level of 15 to 30% (Quick). 
Labor should be allowed to proceed as naturally as possible. 
No additional surgical procedures should be considered at 
the time of delivery or in the immediate postpartum period. 
Bishydroxycoumarin therapy should be maintained for at least 
10 days. Very early ambulation should be encouraged. Anti- 
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coagulant therapy is not likely to induce abnormal uterine bleed. 
ing during the placental stage or in the postpartum period. How. 
ever, giving 50 mg. of vitamin K, intravenously will quickly re. 
store the prothrombin level to normal. Vena cava ligation should 
be considered if a pulmonary embolus develops in the postpartum 
period (Am. J. Obst. & Gynec. 68:1243 [Nov.] 1954). 


ACRYLIC IMPLANTS 


To THE Epiror:—Z/ note in THE JouRNAL of Oct. 23, 1954, page 
802, an interesting commentary regarding acrylic implanis 
I, and others, have used methyl methacrylate plastics 
“acrylics,” for repair of cranial defects during and since World 
War II. In well over 100 personal cases I have yet to see any 
significant reaction to this substance and have even placed it 
in frankly infected-wounds, -under-certain circumstances, with. 
out any added difficulties. I consider this particular plastic 
substance to be biologically entirely inert and innocuous, and 
1 would have no hesitancy whatsoever in using it for other 
purposes. 

Hunter J. MacKay, M.D. 
Seattle Neurological Institute 
1317 Marion St., Seattle 4, 


To THE Epitor:—In regard to the query in THE JourNAt, Oct, 
23, 1954, page 802, concerning the adaptability of acrylic im. 
plants and the reaction of tissues to this material, I would like 
to say that in a recent series of experiments (Laskin, Robinson, 
and Weinmann: Proc. Soc. Exper. Biol. & Med. 87:329 [Nov.) 
1954) we were able to produce a 25% incidence of fibro- 
sarcomas in mice following the subcutaneous implantation oj 
acrylic film. These tumors developed between 257 and 469 
days after the material had been implanted. Although animal 
experiments are not always directly applicable to humans, 
these results, as well as those of Oppenheimer and co-authors, 
would suggest that more careful consideration should be given 
to the embedding of plastics for such purposes as femoral 
heads, intraocular prostheses, and jaw reconstruction. Acrylic 
was first used for subcutaneous implantation sometime after 
1937. Since a latent period of over one year in a mouse might 
be comparable to more than 20 years in a human subject, it 
may still be too early to evaluate the final clinical results. 


Daniel M. Laskin, D.D.S. 
University of Illinois 
College of Dentistry 
808 S. Wood St. 
Chicago 12. 


ERUCTATIONS OF FOUL-SMELLING GAS 


To THE Eprtror:—Z/ read the query on eructations of foul-smell- 
ing gas in THE JourNAL for Oct. 16, 1954, page 752. 1 have 
had two patients with this type of periodical bad breath along 
with intestinal disturbances, especially diarrhea, who were 
found to have diverticula of the upper intestinal tract. Since 
the physician doing a gastrointestinal series sometimes tends 
to overlook outpouchings of the esophagus on fluoroscopy and 
the following pictures taken by the technician are usually of 
too low a site to reveal these defects, it is my experience that 
most of these are missed on both roentgen studies. It might 
be helpful to repeat the gastrointestinal series with special 
reference to lateral and oblique pictures and fluoroscopy in 
order to rule out diverticula that may be missed on a first 
study. 

Jerome C. Arnett, M.D. 
Rowlesburg, W. Va. 


VITAMIN E 


To THE Epitor:—/ would like to correct the answer to a query 
concerning vitamin E in THE Journal, Sept. 25, 1954, pase 
460. Six cubic centimeters of wheat germ oil contains no more 
than about 12 mg. of d-alpha-tocopheryl acetate, and there- 
fore this quantity does not constitute a large dose of vitamin E. 


Wolfgang Seligmann, M.D. 
133 E. 58th St. 
New York 22. 
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